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Description
Technical Field

[0001] The present invention relates to a catalyst for use in asymmetric synthesis, and a method of asymmetric
synthesis using the catalyst. Chiral compounds obtained by the method of the present invention are useful as compounds
used in pharmaceuticals, agrochemicals, etc., or synthetic intermediates therefor.

Background Art

[0002] A Diels-Alder cyclization reaction using a metal salt of a chiral binaphthol-phosphoric acid derivative is known
(e.g. JP-A-2000-336097; JP-A denotes a Japanese unexamined patent application publication), but there is no known
asymmetric synthesis method using a chiral binaphthol-phosphoric acid derivative that is not a metal salt, namely, a
chiral Broensted acid. Furthermore, a chiral compound has been synthesized by carrying out an asymmetric Mannich
reaction using a chiral urea derivative (ref., e.g. Anna G. Wenzel et al., "Asymmetric Catalytic Mannich Reactions
Catalyzed by Urea Derivatives: Enantioselective Synthesis of 3-Aryl-B-Amino Acids", Journal of The American Chemical
Society, 124,12964-5 (2002)).

Disclosure of Invention

[0003] Some conventional methods of asymmetric synthesis, such as an asymmetric Mannich reaction and an asym-
metric aza Diels-Alder reaction, can give a product with high optical purity, but in these reactions it is essential to use a
metal such as a lanthanoid group element. Under such circumstances, it is to provide a compound that can be used as
an asymmetric synthesis catalyst that enables the synthesis to be carried out easily without using a metal such as a
lanthanoid group element, a method of asymmetric synthesis using said compound, and a chiral compound obtained
by said method of asymmetric synthesis.

[0004] Inorderto solve the above-mentioned problems, the present inventor has carried out an intensive investigation
into the development of an asymmetric synthesis catalyst that can be used under practical reaction conditions and gives
high optical purity. As a result, it has been found that by the use of a chiral Broensted acid as a catalyst a compound
having high optical purity can be synthesized, and the present invention has thus been accomplished. This chiral Broen-
sted acid is a chiral binaphthol-phosphoric acid derivative and is, for example, a chiral binaphthol-phosphoric acid
derivative represented by formula (1) below or formula (3) below. The present invention is also a method of asymmetric
synthesis using the chiral Broensted acid as a catalyst.

R3 R
o)
\_ 0
R (1)
o o
R, R,

[0005] Informula (1) above, Ry, R,, R3, and R, may be independent of each other, and denote a hydrogen atom; a
halogen atom; a nitro group; a monohalogenomethyl group; a dihalogenomethyl group; a trihalogenomethyl group; a
nitrile group; a formyl group; -COA; (A; denotes an optionally branched alkyl group having 1 to 6 carbons); -COOA, (A,
denotes an optionally branched alkyl group having 1 to 6 carbons); an optionally branched alkyl group having 1 to 20
carbons; an optionally branched alkenyl group having 3 to 20 carbons; an optionally branched alkoxy group having 1 to
20 carbons; an aryl group; an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to tetra-substituted
with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group,
a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA; (A; denotes an optionally
branched alkyl group having 1 to 6 carbons), -COOA, (A, denotes an optionally branched alkyl group having 1 to 6
carbons), an optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group having 1 to
10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or di-substituted with
an aryl group that may be mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
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group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, a formyl group, -COA; (A; denotes an optionally branched alkyl group having 1 to 6 carbons), -COOA, (A,
denotes an optionally branched alkyl group having 1 to 6 carbons), and an optionally branched alkyl group having 1 to
20 carbons; a cycloalkyl group having 3 to 8 carbons; or formula (2) below.

A3

‘—§|_A4 (2)
As

[0006] Agj, A4 and Ag of formula (2) may be independent of each other, and denote an optionally branched alkyl group
having 1 to 6 carbons, a phenyl group, or a phenyl group mono- to tetra-substituted with an optionally branched alkyl
group having 1 to 6 carbons.

(3)

[0007] Informula (3), R; and R, may be independent of each other, and denote a hydrogen atom; a halogen atom; a
nitro group; a monohalogenomethyl group; a dihalogenomethyl group; a trihalogenomethyl group; a nitrile group; a formyl
group; -COA;, (A, denotes an optionally branched alkyl group having 1 to 6 carbons); - COOA, (A, denotes an optionally
branched alkyl group having 1 to 6 carbons); an optionally branched alkyl group having 1 to 20 carbons; an optionally
branched alkenyl group having 3 to 20 carbons; an optionally branched alkoxy group having 1 to 20 carbons; an aryl
group; an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to tetra-substituted with at least
one type selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalog-
enomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA, (A; denotes an optionally branched
alkyl group having 1 to 6 carbons), -COOA, (A, denotes an optionally branched alkyl group having 1 to 6 carbons), an
optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group having 1 to 10 carbons,
and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or di-substituted with an aryl group
that may be mono- to tetra-substituted with at least one type selected from the group consisting of a nitro group, a
halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a
formyl group, -COA; (A, denotes an optionally branched alkyl group having 1 to 6 carbons), -COOA, (A, denotes an
optionally branched alkyl group having 1 to 6 carbons), and an optionally branched alkyl group having 1 to 20 carbons;
a cycloalkyl group having 3 to 8 carbons; or formula (2).

[0008] The present invention is a method of asymmetric synthesis using as a catalyst a compound of formula (1) or
formula (3).

[0009] The presentinvention is a chiral compound obtained by a method of asymmetric synthesis using as a catalyst
a chiral Broensted acid, a chiral binaphthol-phosphoric acid derivative, or a compound of formula (1) or formula (3).
[0010] The presentinvention is a method for producing a chiral amino compound from an imine derivative and an enol
derivative using as a catalyst a chiral Broensted acid, a chiral binaphthol-phosphoric acid derivative, or a compound of
formula (1) or formula (3).

[0011] The present invention is a chiral amino compound obtained by the above-mentioned production method.
[0012] The present invention is an asymmetric Mannich reaction using as a catalyst a compound of formula (1) or
formula (3).

[0013] The present invention is an asymmetric hydrophosphorylation reaction using as a catalyst a compound of
formula (1) or formula (3).
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[0014] The present invention is an asymmetric aza Diels-Alder reaction using as a catalyst a compound of formula
(1) or formula (3).

[0015] The present invention is an asymmetric allylation reaction using as a catalyst a compound of formula (1) or
formula (3).

[0016] The present invention is an asymmetric Strecker reaction using as a catalyst a compound of formula (1) or
formula (3).

[0017] The present invention is an asymmetric aminoalkylation reaction using as a catalyst a compound of formula
(1) or formula (3).

Best Mode for Carrying Out the Invention

[0018] The present invention is explained in detail below. In the explanation below, iso- is abbreviated to ’i-’and tert-
to 't-’, etc., and 'n-’ is basically omitted.

Chiral Broensted acid derivative

[0019] Examples of a chiral Broensted acid derivative that can be employed in the method of asymmetric synthesis
of the present invention include a chiral binaphthol-phosphoric acid derivative represented by formula (1) above, that
is, an R-form binaphthol-phosphoric acid derivative or an S-form binaphthol-phosphoric acid derivative. That is, formula
(1) denotes the R-form or the S-form. This derivative can be synthesized from R-form or S-form 1,1’-binaphthyl-2,2’-diol.
Formula (1) can be synthesized by referring to a synthetic method described in, for example, JP-A-47-30617,
JP-A-2000-336097, or US Pat. No. 3,848,030. Formula (3) can also be synthesized by referring to these publications.
[0020] The synthesis of formula (1) involves, for example, protecting hydroxyl groups of R-form or S-form 1,1'-binaph-
thyl-2,2’-diol, then producing a 3-position, 3'-position, 6-position, and/or 6’-position halogen derivative, then introducing
a substituent by a cross-coupling reaction, etc., and carrying out a phosphorylation by reaction with phosphorus oxy-
chloride, etc. As the halogen of this halogen derivative, a chlorine atom, a bromine atom, or an iodine atom is preferable,
and a bromine atom or an iodine atom is more preferable.

[0021] The position of the halogen derivative at which the halogen atom is bonded is, for example, the 3-position,
3,3'-positions, 6-position, 3,6’-positions, 6,6’-positions, 3,3’,6-positions, 3,6,6'-positions, or 3,3',6,6'-positions, preferably
the 3,3’-positions, 3,6’-positions, 6,6’-positions, 3,3',6-positions, or 3,3’,6,6’-positions, and more preferably the 3,3’-po-
sitions, 3,3’,6-positions, or 3,3',6,6'-positions. These bonding positions for the halogen atom also apply to the bonding
positions of the substituents in formula (1). Furthermore, these bonding positions also basically apply to the bonding
positions of the substituents in formula (3).

Substituents of formula (1)

[0022] R4, Ry, R3, and R, of formula (1) may independently be hydrogen atoms, not all of Ry, Ry, R, and R, are
hydrogen atoms, and it is not preferable for R; and/or R, to be hydrogen atoms. From this, R;, R,, R3, and R, of formula
(1) preferably may independently denote a hydrogen atom (not all of Ry, R,, R3, and R, are hydrogen atoms); a halogen
atom; a nitro group; a monohalogenomethyl group; a dihalogenomethyl group; a trihalogenomethyl group; a nitrile group;
a formyl group; -COA;; -COOA,; an optionally branched alkyl group having 1 to 20 carbons; an optionally branched
alkenyl group having 3 to 20 carbons; an optionally branched alkoxy group having 1 to 20 carbons; an aryl group; an
aryl group mono- or di-substituted with an aryl group; an aryl group mono- to tetra-substituted with at least one type
selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl
group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA;, -COOA,, an optionally branched alkyl group
having 1 to 10 carbons, an optionally branched alkenyl group having 1 to 18 carbons, and an optionally branched alkoxy
group having 1 to 20 carbons; an aryl group mono- or di-substituted with an aryl group that may be mono- to tetra-sub-
stituted with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl
group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA;, -COOA,, and an
optionally branched alkyl group having 1 to 20 carbons; a cycloalkyl group having 3 to 8 carbons; or formula (2) below.
[0023] Examples of the halogen atom bonded to Ry, R,, R, and/or R, of formula (1) include a fluorine atom, a chlorine
atom, a bromine atom, or an iodine atom, a plurality of types may be bonded simultaneously, and it is preferably a fluorine
atom, a chlorine atom, or a bromine atom, and more preferably a chlorine atom or a bromine atom.

[0024] Examples of the halogen atom of the monohalogenomethyl group, the dihalogenomethyl group, or the trihal-
ogenomethyl group bonded to Ry, Ry, R3, and/or R, of formula (1) include a fluorine atom, a chlorine atom, a bromine
atom, or an iodine atom, and it is preferably a fluorine atom, a chlorine atom, or a bromine atom, and more preferably
a fluorine atom or a chlorine atom. Those having many halogen atoms bonded thereto are preferable. That is, a trifluor-
omethyl group or a trichloromethyl group are preferable.
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[0025] A, of the -COA; bonded to Ry, Ry, R3, and/or R, of formula (1) denotes an optionally branched alkyl group
having 1 to 6 carbons, and is preferably a methyl group or an ethyl group, and more preferably a methyl group.

[0026] A, of the -COOA, bonded to Ry, Ry, R3, and/or R, of formula (1) denotes an optionally branched alkyl group
having 1 to 6 carbons, and is preferably a methyl group, an ethyl group, or a propyl group, and more preferably an ethyl
group.

[0027] The optionally branched alkyl group having 1 to 20 carbons bonded to Ry, Ry, R3, and/or R, of formula (1)
preferably has 2 to 18 carbons, and more preferably 4 to 16 carbons. Specific examples thereof include a methyl group,
an ethyl group, a propyl group, an i-propyl group, a butyl group, an i-butyl group, a t-butyl group, a pentyl group, an
i-pentyl group, a hexyl group, an i-hexyl group, an octyl group, an i-octyl group, a nhonyl group, a decyl group, a dodecyl
group, a tetradecyl group, and a hexadecyl group. It is preferably a t-butyl group, a pentyl group, a hexyl group, or an
octyl group.

[0028] The optionally branched alkenyl group having 3 to 20 carbons bonded to Ry, R,, R3, and/or R, of formula (1)
preferably has 3 to 18 carbons, and more preferably 4 to 16 carbons. Specific examples thereof include a butenyl group,
a pentenyl group, a hexenyl group, a heptenyl group, an octenyl group, a nonenyl group, a decenyl group, a dodecenyl
group, a tetradecenyl group, and a hexadecenyl group. It is preferably a butenyl group, a pentenyl group, a hexenyl
group, a heptenyl group, or an octenyl group.

[0029] The optionally branched alkoxy group having 1 to 20 carbons bonded to Ry, R,, R3, and/or R, of formula (1)
preferably has 1 to 18 carbons, and more preferably 4 to 16 carbons. Specific examples thereof include a methoxy
group, an ethoxy group, a propoxy group, a butoxy group, a pentyloxy group, an i-pentyloxy group, a hexyloxy group,
an i-hexyloxy group, an octyloxy group, an i-octyloxy group, a nonyloxy group, a decyloxy group, a dodecyloxy group,
a tetradecyloxy group, and a hexadecyloxy group. It is preferably a butoxy group, a pentyloxy group, a hexyloxy group,
or an octyloxy group.

[0030] Examples of the aryl group bonded to Ry, R,, R3, and/or R, of formula (1) include a phenyl group, a 1-naphthyl
group, a 2-naphthyl group, a phenanthryl group, and an anthryl group, and it is preferably a phenyl group, a 1-naphthyl
group, or 2-naphthyl group.

[0031] Examples of Ry, Ry, R3, and/or R, of formula (1) include an aryl group mono- or di-substituted with an aryl
group. Examples of the former aryl group include a phenyl group, a naphthyl group, a phenanthryl group, and an anthryl
group, and it is preferably a phenyl group or a naphthyl group; examples of the aryl group bonded to the aryl group
include a phenyl group, a naphthyl group, a phenanthryl group, and an anthryl group, and it is preferably a phenyl group
or a naphthyl group.

[0032] Specific examples thereof include a biphenyl group, a naphthylphenyl group, a phenylnaphthyl group, and a
naphthylnaphthyl group.

[0033] Examples of Ry, R,, R, and/or R, of formula (1) include an aryl group mono- to tetra-substituted with at least
one type selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalog-
enomethyl group, a trihalogenomethyl group; a nitrile group, a formyl group, -COA, (A, denotes an optionally branched
alkyl group having 1 to 6 carbons), - COOA, (A, denotes an optionally branched alkyl group having 1 to 6 carbons), an
optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group having 1 to 10 carbons,
and an optionally branched alkoxy group having 1 to 20 carbons.

[0034] The alkyl group bonded to the aryl group preferably has 1 to 10 carbons, and more preferably 1 to 6 carbons.
Specific examples thereof include a methyl group, an ethyl group, a propyl group, and a butyl group. Examples of this
aryl group include a tolyl group, a xylyl group, a mesityl group, a methylnaphthyl group, a dimethylnaphthyl group, and
a methylanthryl group. It is preferably a tolyl group, a xylyl group, a mesityl group, or a methylnaphthyl group.

[0035] The alkenyl group bonded to the aryl group preferably has 3 to 18 carbons, and more preferably 4 to 16 carbons.
Specific examples thereof include a butenyl group, a pentenyl group, a hexenyl group, a heptenyl group, an octenyl
group, a nonenyl group, a decenyl group, a dodecenyl group, a tetradecenyl group, and a hexadecenyl group. It is
preferably a butenyl group, a pentenyl group, a hexenyl group, a heptenyl group, or an octenyl group.

[0036] The alkoxy group bonded to the aryl group preferably has 1 to 12 carbons, and more preferably 1 to 6 carbons.
Specific examples thereof include a methoxy group, an ethoxy group, a propoxy group, an i-propoxy group, a butoxy
group, an j-butoxy group, a t-butoxy group, a pentyloxy group, an i-pentyloxy group, a hexyloxy group, and an i-hexyloxy
group. It is preferably a methoxy group, an ethoxy group, or a propoxy group.

[0037] The substituent bonded to the aryl group is mono- to tetra-substituted with at least one type selected from the
group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalog-
enomethyl group, a nitrile group, a formyl group, -COA; (A; denotes an optionally branched alkyl group having 1 to 6
carbons), and -COOA, (A, denotes an optionally branched alkyl group having 1 to 6 carbons), and is preferably mono-to
tetra-substituted with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohal-
ogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, and a nitrile group. Specific examples of the
aryl group include derivatives of a phenyl group to which is bonded a p-nitrophenyl group, a m-nitrophenyl group, an
o-nitrophenyl group, a 2,4-dinitrophenyl group, a p-fluorophenyl group, a m-fluorophenyl group, an o-fluorophenyl group,
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a 3,5-difluorophenyl group, a 3,4,5-trifluorophenyl group, a 2,4,6-trifluorophenyl group, a p-chlorophenyl group, a m-chlo-
rophenyl group, an o-chlorophenyl group, a 3,5-dichlorophenyl group, a 3,4,5-trichlorophenyl group, a 2,4,6-trichloroph-
enyl group, a p-bromophenyl group, a m-bromophenyl group, an o-bromophenyl group, a 3,5-dibromophenyl! group, a
p-trifluoromethylphenyl group, a m-trifluoromethylphenyl group, an o-trifluoromethylphenyl group, a p-trichloromethyl-
phenyl group, a m-trichloromethylphenyl group, an o-trichloromethylphenyl group, a 3,5-di(trifluoromethyl)phenyl group,
a 3,5-di(trichloromethyl)phenyl group, a p-cyanophenyl group, a m-cyanophenyl group, an o-cyanophenyl group, etc.
Furthermore, with regard to a 1-naphthyl group and a 2-naphthyl group, those having the same substituents as above
can be cited as examples.

[0038] Examples of Ry, Ry, R3, and/or R, of formula (1) include an aryl group mono- or di-substituted with an aryl
group that may be mono- to tetra-substituted with at least one type selected from the group consisting of a nitro group,
a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group,
a formyl group, -COA; (A, denotes an optionally branched alkyl group having 1 to 6 carbons), -COOA, (A, denotes an
optionally branched alkyl group having 1 to 6 carbons), and an optionally branched alkyl group having 1 to 20 carbons.
[0039] Asthe aryl group that may be mono- to tetra-substituted, an aryl group having the above-mentioned substituent
can be used, and preferred examples are the same as above. Among the aryl groups mono- or di-substituted with the
aryl group having the substituent, a mono-substituted aryl group is preferable.

[0040] Preferred examples of the cycloalkyl group having 3 to 8 carbons in Ry, R,, R, and/or R, of formula (1) include
a cyclobutyl group, a cyclopentyl group, a cyclohexyl group, and a cyclooctyl group. It is preferably a cyclopentyl group
or a cyclohexyl group.

[0041] Examples of formula (2) denoted by R;, R,, R3, and/or R, of formula (1) include a triphenylsilyl group, a
trimethylsilyl group, a dimethylethylsilyl group, a triethylsilyl group, a triisopropylsilyl group, a t-butyldimethylsilyl group,
a t-butyldiphenylsilyl group, and a diphenylmethylsilyl group. It is preferably a triphenylsilyl group, a trimethylsilyl group,
or a diphenylmethylsilyl group.

[0042] Although examples of Ry, Ry, R3, and R, in formula (1) are described above, it is preferable for the chiral
Broensted acid to have an electron-attracting group such as a nitro group or a trifluoromethyl group bonded thereto for
use in a method of asymmetric synthesis of the present invention. Examples of such an electron-attracting group include
a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a
nitrile group, a formyl group, -COA; (A; denotes an optionally branched alkyl group having 1 to 6 carbons), and -COOA,
(A, denotes an optionally branched alkyl group having 1 to 6 carbons), and preferred examples thereof include a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, and a formyl group. Examples of the halogen atom of the monohalogenomethyl group, the dihalogenomethyl
group, or the trihalogenomethyl group include a fluorine atom, a chlorine atom, a bromine atom, and an iodine atom,
and it is preferably a fluorine atom, a chlorine atom, or a bromine atom, and more preferably a fluorine atom or a chlorine
atom. Furthermore, A; of -COA, denotes an optionally branched alkyl group having 1 to 6 carbons, and is preferably a
methyl group or an ethyl group, and more preferably a methyl group. Furthermore, -COOA, may be an ester group to
which an alkyl group having 1 to 6 carbons is bonded, and is preferably an ethyl ester group.

[0043] R4, Ry, R3, and R, of formula (1) in the present invention are preferably an aryl group to which an electron-at-
tracting group is bonded, more preferably a phenyl group to which an electron-attracting group is bonded, and particularly
preferably a phenyl group to which a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl
group, a trihalogenomethyl group, a nitrile group, or a formyl group is bonded. A plurality of these electron-attracting
groups may be bonded. It is preferable that an aryl group having electron-attracting groups such as a nitro group or a
trifluoromethyl group is bonded to R; and R,. In addition, the electron-attracting group bonded to the aryl group is
preferably bonded at a position in which electron attracting properties are exhibited.

[0044] Those to which a substituent is bonded in formula (1) are Ry, R,, R3, and R,, and R; and R, are preferable.
[0045] AsR; and R, of formula (3) in the present invention, those cited as examples in the explanation of formula (1)
can be used.

[0046] As the asymmetric synthesis catalyst in the present invention, it is preferable to use a compound represented
by formula (1).

[0047] A chiral Broensted acid represented by formula (1) or formula (3) used in the asymmetric synthesis may be in
the form of a salt as long as it can be used as an acid catalyst.

[0048] Examples of the chiral binaphthol-phosphoric acid derivative used in the present invention are listed below.
The compounds illustrated below are the R-form or the S-form, but their notation is omitted. That is, (R)-3,3’-bis(4-nitro-
phenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid and (S)-3,3'-bis(4-nitrophenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid
are expressed as 3,3’-bis(4-nitrophenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid.

[0049] Examples of the chiral binaphthol-phosphoric acid derivative include 3,3’-dimethyl-1,1’-binaphthyl-2,2’-diyl-
phosphoric acid, 3,3'-diethyl-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3’-dipropyl-1,1’-binaphthyl-2,2’-diylphosphoric
acid, 3,3'-diisopropyl-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3'-dibutyl-1,1'-binaphthyl-2,2’-diylphosphoric acid,
3,3-di-t-butyl-1,1’-binaphthyl-2,2’-diylphosphoric acid, 3,3'-dipentyl-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3'-di-
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hexyl-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3’-dicyclohexyl-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3’-dihep-
tyl-1,1'-binaphthyl-2,2'-diylphosphoric ~ acid,  3,3'-dioctyl-1,1'-binaphthyl-2,2’-diylphosphoric  acid,  3,3’-dino-
nyl-1,1'-binaphthyl-2,2’-diylphosphoric  acid, 3,3’-didecyl-1,1'-binaphthyl-2,2’-diylphosphoric  acid, 3,3’-diphe-
nyl-1,1’-binaphthyl-2,2’-diylphosphoric  acid,  3,3'-bis(4-methylphenyl)-1,1’-binaphthyl-2,2’-diylphosphoric  acid,
3,3-bis(2,6-dimethylphenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid, 3,3™-diethynyl-1,1’-binaphthyl-2,2’-diylphosphoric
acid, 6,6-diethenyl-1,1’-binaphthyl-2,2’-diylphosphoric acid, 3,3’-dioctenyl-1,1’-binaphthyl-2,2’-diylphosphoric acid,
6,6'-diethynyl-1,1’-binaphthyl-2,2’-diylphosphoric acid, 3,3'-diethynyl-1,1’-binaphthyl-2,2’-diylphosphoric acid, 6,6’-di-
ethenyl-1,1'-binaphthyl-2,2’-diylphosphoric  acid, 3,3-bis(triphenylsilyl)-1,1'-binaphthyl-2,2’-diylphosphoric  acid,
3,3-bis(mesityl)-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3’-bis(4-biphenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid,
3,3-bis(2-naphthyl)-1,1’-binaphthyl-2,2’-diylphosphoric  acid, = 3,3'-bis(2’,4’,6’-trimethylbiphenyl-4-yl))-1,1'-binaph-
thyl-2,2’-diylphosphoric acid, 3,3'-bis(4-naphthalen-2-yl-phenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid,
3,3'-bis(4-methoxyphenyl)-1,1’-binaphthyl-2,2’-diylphosphoric ~ acid,  3,3’-bis(4-trifluoromethylphenyl)-1,1'-binaph-
thyl-2,2’-diylphosphoric acid, 3,3’-bis[3,5-di(trifluoromethyl)phenyl]-1,1’-binaphthyl-2,2’-diylphosphoric acid,
3,3’-bis(4-trichloromethylphenyl)-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3'-bis[3,5-di(trichloromethyl)phe-
nyl]-1,1’-binaphthyl-2,2’-diylphosphoric acid, 3,3-bis(4-nitrophenyl)-1,1’-binaphthyl-2,2’-diylphosphoric acid,
3,3'-bis(3,5-dinitrophenyl)-1,1'-binaphthyl-2,2’-diylphosphoric acid, 3,3'-bis(4-cyanophenyl)-1,1’-binaphthyl-2,2'-diyl-
phosphoric acid, and 6,6’-dibromo-3,3’-diphenyl-1,1’-binaphthyl-2,2’-diylphosphoric acid.

[0050] The substituents at the 3,3’-positions of the compounds represented by formula (1) can be applied to those of
formula (3). Examples thereof include 3,3'-bis(4-trifluoromethylphenyl)-5,5',6,6’,7,7’,8,8-octahydro-1,1'-binaph-
thyl-2,2'-diylphosphoric  acid, 3,3'-bis(4-trichloromethylphenyl)-5,5',6,6',7,7’,8,8'-octahydro-1,1'-binaphthyl-2,2’-diyl-
phosphoric acid, 3,3'-bis[3,5-di(trifluoromethyl)phenyl]-5,5',6,6',7,7°,8,8’-octahydro-1,1’-binaphthyl-2,2'-diylphosphoric
acid, 3,3’-bis[3,5-di(trichloromethyl)phenyl]-5,5’,6,6’,7.7’,8,8’-octahydro-1,1'-binaphthyl-2,2’-diylphosphoric ~ acid,
3,3’-bis(4-nitrophenyl)-5,5,6,6',7,7’,8,8’-octahydro-1,1’-binaphthyl-2,2’-diylphosphoric acid, and 3,3’-bis(3,5-dinitrophe-
nyl)-5,5",6,6",7,7’,8,8-octahydro-1,1’-binaphthyl-2,2’-diylphosphoric acid.

Example of application to asymmetric reaction

[0051] The present invention can be applied to a synthetic reaction using a Broensted acid as a catalyst. That is, by
use of a chiral Broensted acid as a catalyst, a chiral compound can be obtained as a reaction product. Examples of the
reaction to which the present invention can be applied include an asymmetric Mannich reaction, an asymmetric aza
Diels-Alder reaction, an asymmetric allylation reaction, an asymmetric hydrophosphorylation reaction, an asymmetric
Strecker reaction, and an asymmetric aminoalkylation reaction of an aromatic compound. However, the reaction examples
are not limited to the above as long as a chiral compound can be obtained using, as a catalyst, a chiral binaphthol-phos-
phoric acid derivative of formula (1) or formula (3).

[0052] The absolute configuration of a product obtained by the reaction of the present invention depends on the
absolute configuration of the chiral Broensted acid. That is, when an R-form Broensted acid is used, a product having
an asymmetric carbon corresponding thereto is given, and when an S-form Broensted acid is used, a product having
an asymmetric carbon corresponding thereto is given. When an R-form of formula (1) is used, a product having an
asymmetric carbon corresponding thereto is given, and when an S-form of formula (1) is used, a product having an
asymmetric carbon corresponding thereto is given. With regard to the absolute configuration of the product, the R-form
Broensted acids do not always give an R-form, and the absolute configuration of the product depends on the starting
material. This also applies to formula (3).

[0053] When carrying out an asymmetric synthetic reaction using the catalyst of the present invention, for the purpose
of removing water from a reaction system, various types of zeolite such as A-type zeolite represented by molecular
sieves 3A, 4A, and 5A, molecular sieve 13X, Y-type, or L-type may be used as necessary.

Asymmetric Mannich reaction

[0054] In an example of the asymmetric Mannich reaction that is carried out by applying the present invention, an
amino compound represented by formula (6) below is obtained from an enol derivative represented by formula (4) below
and an imine derivative represented by formula (5) below.
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OSi(Rg)3
R~ R (4)
Re

[0055] Rg of formula (4) denotes a hydrogen atom, an optionally branched alkyl group having 1 to 6 carbons, or an
aryl group that may have an alkyl group having 1 to 6 carbons, Rg denotes a hydrogen atom or an optionally branched
alkyl group having 1 to 6 carbons, R, denotes an optionally branched alkyl group having 1 to 6 carbons or an optionally
branched alkoxy group having 1 to 6 carbons, and Rg may each be independent, and denotes an optionally branched
alkyl group having 1 to 6 carbons, a phenyl group, or a phenyl group mono- to tetra-substituted with an optionally branched
alkyl group having 1 to 6 carbons.

H
N= | (5)
Y X
\ __J R1o

[0056] Rg of formula (5) denotes a hydrogen atom, a hydroxyl group, a halogen atom, an optionally branched alky!
group having 1 to 6 carbons, or an optionally branched alkoxy group having 1 to 6 carbons, and R,y denotes a hydrogen
atom, a halogen atom, an optionally branched alkyl group having 1 to 6 carbons, or an optionally branched alkoxy group
having 1 to 6 carbons.

K Ry

\ ) Rs Rg

[0057] Rgto R offormula (6) are the same as those of formula (4), and Rg and R,y are the same as those of formula (5).
[0058] The amount of formula (1) or formula (3) used when the present invention is applied to the asymmetric Mannich
reaction may be in any proportion, but use of too excessive an amount is not economical, and too little an amount might
not cause the asymmetric synthesis reaction to progress, which is undesirable. From this, the proportion of the chiral
Broensted acid of formula (1) or formula (3) used when the present invention is applied to the asymmetric Mannich
reaction is equal to or greater than 0.01 mol % of the imine derivative represented by formula (5) and is equal to or less
than 90 mol %. From this, the proportion of formula (1) or formula (3) used is preferably 0.01 to 90 mol %, more preferably
0.1 to 60 mol %, particularly preferably 1 to 50 mol %, and yet more particularly preferably 3 to 30 mol %.

[0059] When the present invention is applied to other asymmetric syntheses, the proportion of the chiral Broensted
acid may be the same proportion as employed in the asymmetric Mannich reaction.

[0060] With regard to an imine that can be used in the asymmetric Mannich reaction in the present invention, any type
of imine may be employed, and specific examples are those of formula (5).

[0061] More specific examples of the imine compound include a compound of formula (5) in which Rq is a hydroxyl
group and Ry is a hydrogen atom.

[0062] With regard to an enol that can be used in the asymmetric Mannich reaction in the present invention, any type



10

15

20

25

30

35

40

45

50

55

EP 1623971 Al

of enol can be employed, and specific examples are those of formula (4).

[0063] Rgofformula (4) is a hydrogen atom, an optionally branched alkyl group having 1 to 6 carbons, or an aryl group
that may have an alkyl group having 1 to 6 carbons, is preferably an alkyl group having 1 to 6 carbons or an aryl group,
and is more preferably a methyl group or an ethyl group.

[0064] Rg of formula (4) is a hydrogen atom or an optionally branched alkyl group having 1 to 6 carbons, preferably
an alkyl group having 1 to 6 carbons, and more preferably a methyl group or an ethyl group.

[0065] R, of formula (4) is an optionally branched alkoxy group having 1 to 6 carbons or an optionally branched alkyl
group having 1 to 6 carbons, is preferably an optionally branched alkyl group having 1 to 6 carbons, and is more preferably
a methyl group, an ethyl group, or a propyl group.

[0066] The Rg groups of formula (4) may be different from each other, and are optionally branched alkyl groups having
1 to 4 carbons or phenyl groups, preferably optionally branched alkyl groups having 1 to 4 carbons, which may be
different from each other, and more preferably optionally branched alkyl groups having 1 to 3 carbons.

[0067] Specific examples of the enol compound include one represented by formula (4) in which Rg and Rg are methyl
groups, R is a methoxy group, and the Rg groups are methyl groups, one in which Rg and Rg are methyl groups, R is
a methoxy group, and the Rg groups are t-butyl and methyl groups, one in which R and Rg are methyl groups, R, is an
i-propoxy group, and the Rg groups are methyl groups, and one in which Ry and Rg are hydrogen atoms, R is a methoxy
group, and the Rg groups are methyl groups.

[0068] Formula (4) can be obtained from a carboxylic acid ester, a ketone, or an aldehyde and a silyl chloride repre-
sented by formula (7) below, etc.

(Rg)3SiCl (7)

[0069] Rg of formula (7) is the same as Rg of formula (4).

[0070] For example, 1-cyclohexenyloxy-[((1-naphthyl)phenyl)methyl]dimethylsilane, which is a silyl enol ether form of
cyclohexanone, may be formed by treating cyclohexanone with lithium diisopropylamide at low temperature (e.g. -78°C)
SO as to generate a lithium enolate, and capturing this with [((1-naphthyl)phenyl) methyl]dimethylsilyl chloride. By the
same method, a ketone having an active hydrogen such as acetone or benzophenone may be derivatized to the corre-
sponding silyl enol ether. Furthermore, a silyl ketene acetal form of benzyl acetate may be formed by treating benzyl
acetate with lithium diisopropylamide at low temperature (e.g. -78°C) so as to generate a lithium enolate, and capturing
this with [((1-naphthyl)phenyl)methyl]ldimethylsilyl chloride. By the same method, a carboxylic acid ester having an active
hydrogen may be derivatized to the corresponding silyl ketene acetal.

[0071] With regard to ketones that can be employed in order to obtain formula (4) of the present invention, most
ketones can be employed, and examples thereof include acetophenone, (4-methylphenyl)acetophenone, (3-methylphe-
nyl)acetophenone, (2-methylphenyl)acetophenone, (4-ethylphenyl)acetophenone, (3-ethylphenyl)acetophenone,
(2-ethylphenyl)acetophenone, (4-i-propylphenyl)acetophenone, (3-i-propylphenyl)acetophenone, (2-i-propylphenyl)ac-
etophenone, 1-phenylpropan-1-one, 1-(4-methylphenyl)propan-1-one, 1-(3-methylphenyl)propan-1-one, 1-(2-methyl-
phenyl)propan-1-one, 1-phenyl-butan-1-one, 1-(4-methylphenyl)-butan-1-one, 1-(3-methylphenyl)-butan-1-one,
1-(2-methylphenyl)-butan-1-one, 1-phenyl-2-methylpropan-1-one, 1-(4-phenyl)-2-methylpropan-1-one, 1-(3-phe-
nyl)-2-methylpropan-1-one, 1-(2-phenyl)-2-methylpropan-1-one, 1-phenyl-pentan-1-one, 1-phenyl-hexan-1-one, 1-phe-
nyl-heptan-1-one, 1-phenyl-octan-1-one, 1-phenyl-nonan-1-one, 1-phenyl-decan-1-one, 1-phenyl-undecan-1-one,
1-phenyl-dodecan-1-one, 1l-phenyl-tridecan-1-one, 1-phenyl-tetradecan-1-one, 1-phenyl-pentadecan-1-one, 1-phe-
nyl-hexadecan-1-one, methyl t-butyl ketone, ethyl glyoxylate, ethyl phenyl glyoxylate, methyl phenyl glyoxylate, ethyl
i-propyl glyoxylate, ethyl phenylethenyl glyoxylate, and ethyl cyclohexyl glyoxylate.

[0072] With regard to aldehydes that can be employed in order to obtain formula (4) of the present invention, most
aldehydes can be employed, and examples thereof include ethyl formate, methoxycarbonyl aldehyde, acetaldehyde,
propionaldehyde, butanal, isobutanal, pentanal, acrolein, crotonaldehyde, cyclohexyl aldehyde, benzaldehyde, 4-meth-
oxybenzaldehyde, 4-methylbenzaldehyde, 3,5-dimethylbenzaldehyde, 4-phenylbenzaldehyde, 4-chlorobenzaldehyde,
4-nitrobenzaldehyde, naphthyl-2-aldehyde, 2-furfural, cinnamaldehyde, 3-phenylpropanal, and 2-benzyloxyacetalde-
hyde and, furthermore, as compounds analogous to aldehydes, a benzylimine, a phenylthioamide, etc. can be cited.
[0073] When the method of asymmetric synthesis of the present invention is applied to the asymmetric Mannich
reaction, an imine represented by formula (5) and a ketone or an enol represented by formula (4) are often reacted in
equimolar amounts, but the ketone or the enol may be used at 0.1 to 10 moles per mole of the imine, preferably 1 to 5
moles, and more preferably 1 to 4 moles.

[0074] When the method of asymmetric synthesis of the present invention is applied to the asymmetric Mannich
reaction, most solvents may be used as long as they are inert to the reaction. Specific examples thereof include halo-
genated solvents such as carbon tetrachloride, chloroform, dichloromethane, 1,2-dichloroethane, 1,1,1-trichloroethane,
and 1,1,2-trichloroethane, ether solvents such as diethyl ether and tetrahydrofuran, and aromatic solvents such as
toluene, xylene, ethylbenzene, isopropylbenzene, and mesitylene, and it is preferable to use an aromatic solvent.
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[0075] When the method of asymmetric synthesis of the present invention is applied to the asymmetric Mannich
reaction, the reaction temperature depends on the compound used in the reaction, but it can usually be carried out in
the range of -100°C to 50°C, preferably -80°C to 0°C, and more preferably -78°C to 40°C.

[0076] When the method of asymmetric synthesis of the present invention is applied to the asymmetric Mannich
reaction, the concentrations of formula (4) and formula (5) used in the reaction are not particularly limited as long as
they can be dissolved in a solvent. Even when the concentration is too high to be dissolved in a solvent, as long as the
reaction is not inhibited the present method of asymmetric synthesis can be employed. It is usually in the range of 0.1
mass % to 50 mass % relative to the solvent.

[0077] When the method of asymmetric synthesis of the present invention is applied to the asymmetric Mannich
reaction, the reaction time depends on the type of compound and the type of chiral Broensted acid catalyst used in the
reaction, but it may usually be carried out in 1 to 96 hours.

[0078] Asaposttreatmentafterthe method of asymmetric synthesis of the presentinvention is applied to the asymmetric
Mannich reaction, a standard purification method can be used. Specifically, there is a method in which an appropriate
amount of an aqueous solution of sodium hydrogen carbonate is added to a reaction mixture, it is then extracted with
ethyl acetate, dried over anhydrous sodium sulfate, and filtered, and the filtrate is concentrated to give a product, etc.
When purifying this product, a standard method such as preparative silica gel thin-layer chromatography, column chro-
matography, distillation, or recrystallization can be used.

[0079] The asymmetric Mannich reaction to which the present invention is applied is explained above, but as described
above the present invention can also be applied to an asymmetric aza Diels-Alder reaction, an asymmetric allylation
reaction, an asymmetric hydrophosphorylation reaction, an asymmetric Strecker reaction, an aminoalkylation reaction
of an asymmetric aromatic compound, etc.

[0080] When the present invention is applied to these asymmetric reactions, the conditions for each reaction may be
determined by modifying as necessary the conditions described for the asymmetric Mannich reaction. That is, the
conditions described for the asymmetric Mannich reaction may be employed while taking into consideration the amount
of acid catalyst in each asymmetric reaction.

Asymmetric aza Diels-Alder reaction

[0081] Examples of the asymmetric aza Diels-Alder reaction to which the present invention is applied include one in
which formula (9) below is obtained from formula (5) and formula (8) below.

[0082] With regard to formula (5) used in the asymmetric aza Diels-Alder reaction, those that can be employed in the
asymmetric Mannich reaction can be used.

OSi(Rg)3

o "

[0083] Rg of formula (8) may be the same as Rg of formula (4), and R{; denotes an optionally branched alkyl group
having 1 to 6 carbons. It is preferably a methyl group or an ethyl group.

Rio~4{T
N\ /
(9)
7\ N o
Rg \— —

[0084] Rgand R4q of formula (9) are the same as those of formula (5).

Asymmetric allylation reaction

[0085] Examples of the asymmetric allylation reaction to which the present invention is applied include one in which

10
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formula (12) below is obtained from formula (10) below and formula (11) below.
R1,-CH=N-R,3 (10)

[0086] R;, of formula (10) denotes an optionally branched alkyl group having 1 to 6 carbons or an aryl group having
a substituent, and R, denotes an aryl group that may have a substituent such as a hydroxyl group.

CH,=CH-CH,-B1 (11)

[0087] B1 of formula (11) denotes a trialkylstannyl group or a trialkylsilyl group, and this alkyl group is an optionally
branched one having 1 to 6 carbons.

(12)

R42 N

[0088] R1, and Ry of formula (12) are the same as those of formula (10).

[0089] R;, of formula (10) denotes an optionally branched alkyl group having 1 to 6 carbons or an aryl group having
a substituent, and preferred examples thereof include a methyl group, an ethyl group, and a phenyl group. R, 5 denotes
an aryl group that may have a substituent such as a hydroxyl group; preferred examples thereof include a phenyl group
and a phenyl group having a hydroxyl group, and it is particularly preferably a 2-hydroxyphenyl group.

[0090] B1offormula(11)denotes atrialkylstannyl group or atrialkylsilyl group; this alkyl group is an optionally branched
one having 1 to 6 carbons, and is preferably a methyl group or an ethyl group.

[0091] Ry, and R5 of formula (12) are the same as those of formula (10).

Asymmetric hydrophosphorylation reaction

[0092] Examples of the asymmetric hydrophosphorylation reaction to which the present invention is applied include
one in which formula (14) is obtained from formula (10) and formula (13) below.

(R140),POH (13)

[0093] R4 of formula (13) denotes an optionally branched alkyl group having 1 to 6 carbons.

R
13\NH

/OR14 (14)

R¢3 ﬁ\ORM
@)

[0094] R, and R,;of formula (14) are the same as those of formula (10), and R4 is the same as that of formula (13).
[0095] R4 o0fformula (13) denotes an optionally branched alkyl group having 1 to 6 carbons, and is preferably a methyl
group or an ethyl group.

[0096] Rq, and R, 3 of formula (14) are the same as those of formula (10), and R, is the same as that of formula (13).

Asymmetric Strecker reaction

[0097] Examples of the asymmetric Strecker reaction to which the present invention is applied include one in which

11
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formula (16) is obtained from formula (10) and formula (15) below.
B2-CN (15)

[0098] B2 of formula (15) denotes a hydrogen atom, a trialkylstannyl group, or a trialkylsilyl group, and this alkyl group
is an optionally branched one having 1 to 6 carbons.

R
13\NH

(16)

R,;”7 "CN

[0099] Ry, and R5 of formula (16) are the same as those of formula (10).

[0100] B2 of formula (15) denotes a hydrogen atom, a trialkylstannyl group, or a trialkylsilyl group; this alkyl group is
an optionally branched one having 1 to 6 carbons, and is preferably a methyl group or an ethyl group.

[0101] Ry, and R4 of formula (16) are the same as those of formula (10).

Asymmetric aminoalkylation reaction of aromatic compound

[0102] Examples of the asymmetric aminoalkylation reaction of an aromatic compound to which the present invention
is applied include one in which formula (18) is obtained from formula (10) and formula (17) below.

~

I ;__R»]s (17)

[0103] With regard to Ry5 of formula (17), a plurality thereof may be bonded, and when a plurality thereof are bonded,
they may be different from each other. R,5 denotes a hydroxyl group, a halogen atom, an optionally branched alkyl group
having 1 to 6 carbons, or an optionally branched alkoxy group having 1 to 6 carbons.

R
13\NH

AN (18)
R13 R
l P 15

[0104] Rq, and Ry 30f formula (18) are the same as those of formula (10), and Ry is the same as that of formula (17).
[0105] With regard to Ry5 of formula (17), a plurality thereof may be bonded, and when a plurality thereof are bonded,
they may be different from each other. R,5 denotes a hydroxyl group, a halogen atom, an optionally branched alkyl group
having 1 to 6 carbons, or an optionally branched alkoxy group having 1 to 6 carbons. The optionally branched alkyl
group having 1 to 6 carbons is preferably a methyl group, an ethyl group, or a propyl group, and the optionally branched
alkoxy group having 1 to 6 carbons is preferably a methoxy group or an ethoxy group.

[0106] Ri,and R4 of formula (18) are the same as those of formula (10), and R, is the same as that of formula (17).
[0107] The present invention may be applied to a synthetic reaction using a Broensted acid as a catalyst, thus giving
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a chiral compound. Here, since no metal salt or metal complex is used, the burden on the environment is small. Fur-
thermore, with regard to the conditions of the asymmetric synthesis to which the presentinvention is applied, the conditions
of the synthetic reaction using a Broensted acid as a catalyst can be used with hardly any modification.

[0108] The chiral compounds obtained by application of the present invention are useful as compounds used in
perfumes, pharmaceuticals, agrochemicals, etc. and synthetic intermediates therefor.

[0109] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (1),
in formula (1), Ry, R,, R, and R, may be independent of each other, and denote a hydrogen atom (R, R,, R3, and R,
are not hydrogen atoms simultaneously); an aryl group; an aryl group mono- or di-substituted with an aryl group; an aryl
group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro group, a halogen
atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl
group, -COA,, -COOA,, an optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group
having 1 to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or
di-substituted with an aryl group that may be mono- to tetra-substituted with at least one type selected from the group
consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl
group, a nitrile group, a formyl group, -COA,, -COOA,, and an optionally branched alkyl group having 1 to 20 carbons;
a cycloalkyl group having 3 to 8 carbons; or formula (2). A; denotes an optionally branched alkyl group having 1 to 6
carbons, and A, denotes an optionally branched alkyl group having 1 to 6 carbons. Furthermore, it is not desirable that
a hydrogen atom is bonded as R; or R,.

[0110] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (3),
in formula (3), R; and R, may be independent of each other, and denote a hydrogen atom (R; and R, are not hydrogen
atoms simultaneously); an aryl group; an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to
tetra-substituted with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohal-
ogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA,
-COOA,, an optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group having 1 to
10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or di-substituted with
an aryl group that may be mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, a formyl group, -COA;, -COOA,, and an optionally branched alkyl group having 1 to 20 carbons; a cycloalkyl
group having 3 to 8 carbons; or formula (2). A; denotes an optionally branched alkyl group having 1 to 6 carbons, and
A, denotes an optionally branched alkyl group having 1 to 6 carbons. Furthermore, it is not desirable that a hydrogen
atom is bonded as R, or R,.

[0111] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (1),
in formula (1), R3 and R, may be independent of each other, and denote a hydrogen atom, a halogen atom, a nitro
group, a monohalogenomethy! group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl
group, -COA,, -COOA,, an optionally branched alkyl group having 1 to 20 carbons, an optionally branched alkenyl group
having 3 to 20 carbons, an optionally branched alkoxy group having 1 to 20 carbons, or an aryl group, and R; and R,
may be independent of each other, and denote an aryl group; an aryl group mono- or di-substituted with an aryl group;
an aryl group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro group, a
halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a
formyl group, -COA,, -COOA,, an optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl
group having 1 to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or
di-substituted with an aryl group that may be mono- to tetra-substituted with at least one type selected from the group
consisting of a nitro group, a halogen atom, amonohalogenomethyl group, a dihalogenomethyl group, atrihalogenomethyl
group, a nitrile group, a formyl group, -COA,, -COOA,, and an optionally branched alkyl group having 1 to 20 carbons;
a cycloalkyl group having 3 to 8 carbons; or formula (2). A; denotes an optionally branched alkyl group having 1 to 6
carbons, and A, denotes an optionally branched alkyl group having 1 to 6 carbons.

[0112] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (3),
R, and R, may be independent of each other, and denote an aryl group; an aryl group mono- or di-substituted with an
aryl group; an aryl group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, aformyl group, -COA,, -COOA,, an optionally branched alkyl group having 1 to 10 carbons, an optionally branched
alkenyl group having 1 to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group
mono- or di-substituted with an aryl group that may be mono- to tetra-substituted with at least one type selected from
the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a
trihalogenomethyl group, a nitrile group, a formyl group, -COA,, -COOA,, and an optionally branched alkyl group having
1 to 20 carbons; a cycloalkyl group having 3 to 8 carbons; or formula (2). A; denotes an optionally branched alkyl group
having 1 to 6 carbons, and A, denotes an optionally branched alkyl group having 1 to 6 carbons.

[0113] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (1),
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in formula (1), R; and R, may be independent of each other, and denote a hydrogen atom, a halogen atom, a nitro
group, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl
group, -COA,, -COOA,, or an optionally branched alkoxy group having 1 to 20 carbons, and R; and R, may be inde-
pendent of each other, and denote an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to
tetra-substituted with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohal-
ogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA,
-COOA,, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or di-substituted with
an aryl group that may be mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, a formyl group, -COA4, -COOA,, and an optionally branched alkyl group having 1 to 20 carbons; or formula (2).
A, denotes an optionally branched alkyl group having 1 to 6 carbons, and A, denotes an optionally branched alkyl group
having 1 to 6 carbons.

[0114] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (3),
R, and R, may be independent of each other, and denote an aryl group mono- or di-substituted with an aryl group; an
aryl group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro group, a halogen
atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl
group, -COA;, -COOA,, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or
di-substituted with an aryl group that may be mono- to tetra-substituted with at least one type selected from the group
consisting of a nitro group, a halogen atom, a monohalogenomethyl group, adihalogenomethyl group, a trihalogenomethyl
group, a nitrile group, a formyl group, -COA,, -COOA,, and an optionally branched alkyl group having 1 to 20 carbons;
or formula (2). A; denotes an optionally branched alkyl group having 1 to 6 carbons, and A, denotes an optionally
branched alkyl group having 1 to 6 carbons.

[0115] In a method of asymmetric synthesis using as a catalyst a chiral Broensted acid represented by formula (1),
in formula (1), R; and R, may be independent of each other, and denote a hydrogen atom, a halogen atom, a nitro
group, an optionally branched alkyl group having 1 to 20 carbons, an optionally branched alkoxy group having 1 to 20
carbons, or an aryl group, and R, and R, may be independent of each other, and denote an aryl group; an aryl group
mono- or di-substituted with an aryl group; an aryl group mono- to tetra-substituted with at least one type selected from
the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a
trihalogenomethyl group, a nitrile group, a formyl group, -COA;, -COOA,, an optionally branched alkyl group having 1
to 10 carbons, an optionally branched alkenyl group having 1 to 10 carbons, and an optionally branched alkoxy group
having 1 to 20 carbons; or formula (2). A; denotes an optionally branched alkyl group having 1 to 6 carbons, and A,
denotes an optionally branched alkyl group having 1 to 6 carbons.

[0116] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (3),
R, and R, may be independent of each other, and denote an aryl group; an aryl group mono- or di-substituted with an
aryl group; an aryl group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, aformyl group, -COA,, -COOA,, an optionally branched alkyl group having 1 to 10 carbons, an optionally branched
alkenyl group having 1 to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; or formula (2).
A, denotes an optionally branched alkyl group having 1 to 6 carbons, and A, denotes an optionally branched alkyl group
having 1 to 6 carbons.

[0117] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (1),
in formula (1), Rz and R, may be independent of each other, and denote a hydrogen atom or a halogen atom, and R,
and R, may be independent of each other, and denote an aryl group; an aryl group mono- or di-substituted with an aryl
group; or an aryl group mono- to tetra-substituted with at least one type selected from the group consisting of a nitro
group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile
group, a formyl group, -COA4, -COOA,, and an optionally branched alkoxy group having 1 to 20 carbons. A; denotes
an optionally branched alkyl group having 1 to 6 carbons, and A, denotes an optionally branched alkyl group having 1
to 6 carbons.

[0118] In a method of asymmetric synthesis using, as a catalyst, a chiral Broensted acid represented by formula (3),
informula (1) R; and R, may be independent of each other, and denote an aryl group; an aryl group mono- or di-substituted
with an aryl group; or an aryl group mono- to tetra-substituted with at least one type selected from the group consisting
of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl group,
a nitrile group, a formyl group, -COA;, -COOA,, and an optionally branched alkoxy group having 1 to 20 carbons. A;
denotes an optionally branched alkyl group having 1 to 6 carbons, and A, denotes an optionally branched alkyl group
having 1 to 6 carbons.

[0119] A method of asymmetric synthesis using a chiral Broensted acid as a catalyst in an aromatic solvent.

[0120] A method of asymmetric synthesis using formula (1) or formula (3) as a catalyst in an aromatic solvent.
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Examples
[0121] Hereinafter, the present invention will be described specifically by means of Examples, but the invention is not

intended to be limited to these Examples. M represents molar concentration (mol/L). As for synthetic operations, the
inside of the reaction system was substituted with nitrogen gas, and reagents and solvents were dehydrated before use.

Synthetic example 1

Synthesis of (R)-2,2’-dimethoxy-1,1’-binaphthyl (GA06)

[0122] (R)-1,1-binaphthyl-2,2’-diol (referred to as (R)-BINOL), methyl iodide, and potassium carbonate were refluxed
in acetone for 30 hours to give GAQ6.

Synthetic example 2

Synthesis of (R)-3,3’-diiodo-2,2'-dimethoxy-1,1'-binaphthyl (GA12)

[0123] Diethyl ether (200 mL) and N,N,N’,N’-tetramethylethylenediamine (TMEDA; 26.2 mmol) were put in a
three-necked round bottom flask and stirred. n-Butyllithium (n-BuLi; 48.9 mmol) was added dropwise over 20 minutes
or more at room temperature. After that, GA06 (19.1 mmol) obtained in Synthetic example 1 was added, which was
stirred overnight. The reaction mixture was cooled to - 78°C. A solution prepared by dissolving iodine (71.2 mmol) in
tetrahydrofuran (24 mL) was added dropwise, and the reaction mixture was stirred for 1 hour. Then, the mixture was
warmed to room temperature and stirred for additional 12 hours. The reaction mixture was cooled to 0°C, and then the
reaction was quenched by the addition of water and stirring for 2 hours. The solution was extracted with diethyl ether
three times. The combined extracts was washed with an aqueous sodium thiosulfate solution and brine, and dried over
anhydrous sodium sulfate. After the drying, the extracts was filtered, the filtrate was concentrated and then separated
and purified by means of column chromatography to give GA12 (10.6 mmol, yield: 55%).
Rf=0.3(Hexane:CH,Cl,=6:1).

1H-NMR(400MHz,CDCls;) 8=8.53(s,2H), 7.80(d,2H,J=7.7Hz), 7.41(m,2H), 7.27(m,2H), 7.07(d,2H,J=8.6Hz), 3.42(s,6H).

Synthetic example 3

Synthesis of (R)-3,3’-diphenyl-2,2’-dimethoxy-1,1’-binaphthyl (GA03)

[0124] GA12 (7.1 mmol) obtained in Synthetic example 2, Nickel (Il) acetylacetonate (Ni(ACAC),, 0.73 mmol) and
benzene (40 mL) were put in a three-necked round bottom flask. Phenyl MgBr prepared separately was added dropwise
over 10 minutes or more at room temperature, and the reaction mixture was stirred for additional 30 minutes. Then, the
mixture was heated and refluxed for 12 hours. The reaction mixture was cooled to 0°C, and then the reaction was
guenched by the addition of 1 M hydrochloric acid and stirring for 1 hour. The reaction mixture was extracted with diethyl
ether three times. The combined extracts was washed with brine and dried over anhydrous sodium sulfate. After the
drying, the extract was filtered, the filtrate was concentrated and then separated and purified by means of column
chromatography to give GAO3.

Synthetic example 4

Synthesis of (R)-3,3'-diphenyl-1,1’-binaphthyl-2,2’-diyl hydrogenphosphate (GA04)

[0125] GAO03 (1.91 mmol) obtained in Synthetic example 3 and pyridine (7.8 mL) were put in a two-necked round
bottom flask. To the solution, phosphoryl chloride (2.69 mmol) was added dropwise over 7 minutes at room temperature.
The reaction mixture was stirred for additional 2 hours. Then, the reaction mixture was heated and refluxed for 1 hour.
The reaction mixture was cooled to room temperature, and distillated water (1.6 mL) was added dropwise. Then, the
mixture was heated and refluxed for 1.5 hours and cooled to room temperature. Pyridine was distilled away under a
reduced pressure from the mixture. Subsequently, 6 M hydrochloric acid (15 mL) was added dropwise to the mixture
and heated and refluxed for additional 2 hours. The reaction mixture was cooled to 0°C and filtered. The filtrate was
washed with water and dried. The crude product was recrystallized in methanol to give GA04.
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Synthetic example 5

Synthesis of (R)-3,3’-dibromo-2,2’-dimethoxy-1,1’-binaphthyl (GA07)

[0126] GAO06 (12.6 mmol) obtained in Synthetic example 1 and 200 mL of diethyl ether were put in a three-necked
round bottom flask, n-BuLi (37.4 mmol) and TMEDA (30 mmol) were added at room temperature, and the reaction
mixture was stirred for 3 hours. The reaction mixture was cooled to -78°C. A solution prepared by dissolving bromine
(177 mmol) in 50 mL of diethyl ether was added dropwise. The mixture was stirred for 4 hours. Then, an agueous sodium
thiosulfate solution was added to quench the reaction. The mixture was extracted with diethyl ether three times. The
extract was washed with a saturated aqueous sodium chloride solution followed by dehydration over anhydrous sodium
sulfate. After the dehydration, the extract was filtered. After distilling the solvent away under a reduced pressure, the
filtrate was purified by means of column chromatography (Hexane:Ethyl acetate (AcOEt)=5:1) to give GAO7.

Synthetic example 6

Synthesis of (R)-3,3’-dibromo-1,1'-binaphthol (GA08)

[0127] GAO07 (5.77 mmol) obtained in Synthetic example 5 and dichloromethane (55 mL) were put in a three-necked
round bottom flask and cooled to 0°C. To the solution, A solution prepared by dissolving 7.9 g of Boron tribromide (BBr;,
5.47 mmol) in 20 mL of dichloromethane was added dropwise. After the adding dropwise, the mixture was warmed to
room temperature and stirred for additional 5 hours. Then, it was cooled to 0°C, and the reaction was quenched by the
addition of water. The solution was extracted with dichloromethane three times. The combined extracts was washed
with brine and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated
to give solid material, and the obtained solid was separated and purified by means of column chromatography to give
GAO08 (5.39 mmol, yield: 93%).

Rf=0.2(Hexane:CH,Cl,=2:1).

1H-NMR(400MHz,CDCl;) & = 8.24(s,2H), 7.80(d,2H,J=8.1 Hz), 7.37(dd,2H,J=8.2,8.1 Hz), 7.29(dd,2H,J=8.2,8.4Hz),
7.09(d,2H,J=8.4Hz), 5.54(s,2H).

13C-NMR(100MHz,CDCl5;) & = 148.01, 132.75, 129.72, 127.56, 127.38, 124.84, 124.62, 114.62, 112.25.

Synthetic example 7

Synthesis of (R)-3,3’-dibromo-2,2’-bis(triphenyl siloxy)-1,1’-binaphthyl (GAQ09)

[0128] GAO08 (1.89 mmol) obtained in Synthetic example 6 and DMF were put in a two-necked round bottom flask. To
the flask, Imidazole (5.29 mmol) and Triphenylsilyl chloride (5.79 mmol) were added, and the reaction mixture was stirred
at room temperature for 5 hours. After 5 hours, disappearance of GA0O8 was checked by means of TLC. Then, the
solution was cooled to 0°C, and the reaction was quenched by the addition of a saturated aqueous sodium hydrogen
carbonate solution dropwise. The reaction mixture was extracted with ethyl acetate three times. The combined extracts
was washed with 1 M hydrochloric acid and brine, and dried over anhydrous sodium sulfate. After the drying, the extract
was filtered, and the filtrate was concentrated. The obtained solid was separated and purified by means of column
chromatography to give GAQ9 (1.87 mmol, yield: 99%).

Rf=0.4(Hexane:CH,Cl,=2:1).

1H-NMR(400MHz,CDCl5) & = 7.65(s,2H), 7.46(d,2H,J=7.5Hz), 7.41-7.35(m,4H), 7.28-7.24(m,20H), 7.18-7.02(m,20H),
6.82(d,2H,J=8.6Hz).

Synthetic example 8

Synthesis of (R)-3,3"-bis(triphenylsilyl)-1,1’-binaphthol (GA10)

[0129] GAO09 (2.69 mmol) obtained in Synthetic example 7 and tetrahydrofuran (40 mL) were put in a three-necked
round bottom flask and cooled to 0°C. To the solution, t-Butyllithium (t-BuLi; 5.47 mmol) was added dropwise over 10
minutes or more. After the adding dropwise, the reaction mixture was warmed to room temperature and stirred for
additional 1.5 hours. Then, the mixture was cooled to 0°C, a saturated aqueous ammonium chloride solution was added
to quench the reaction. The reaction mixture was extracted with dichloromethane three times. The combined extracts
was washed with brine and dried over anhydrous sodium sulfate. After the drying, the extract was filtered, and the filtrate
was concentrated. The obtained solid was separated and purified by means of column chromatography to give GA10
(2.69 mmol, quant.).
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Rf=0.4(Hexane:CH,Cl,=2:1).

1H-NMR(400MHz,CDClg) & = 7.91 (s,2H), 7.72-7.23(m,38H), 5.29(s,2H).

13C-NMR(100MHz,CDCl;) 3= 156.51, 142.08, 136.40, 136.31, 135.19, 134.77, 134.28, 129.78, 129.51, 129.23, 129.07,
128.18, 127.82, 127.70, 123.91, 123.85, 123.68, 110.66, 96.14.

Synthetic example 9

Synthesis of (R)-3,3"-bis(triphenylsilyl)-1,1’-binaphthyl-2,2’-diyl hydrogenphosphate (GA11)

[0130] GA10 (0.94 mmol) obtained in Synthetic example 8 and tetrahydrofuran (8 mL) were put in a two-necked round
bottom flask and cooled to -20°C. To the flask, n-BuLi (2.0 mmol) was added dropwise over 5 minutes. The reaction
mixture was warmed to room temperature and stirred for additional 2 hours. To the reaction mixture, a solution prepared
by diluting phosphoryl chloride (1.1 mmol) in tetrahydrofuran (3.5 mL) was added dropwise over 15 minutes and the
mixture was stirred at room temperature for additional 1 hour. Then, distillated water (0.4 mL) and triethylamine were
added, and the mixture was heated and refluxed for 5 hours. The reaction mixture was cooled to room temperature. The
solvent was distilled away under a reduced pressure. Then the 6 M hydrochloric acid (12 mL) was added. The mixture
was heated and refluxed for 5 hours. The reaction mixture was cooled to 0°C and filtered. The filtrate was washed with
water and dried. The obtained solid was separated from the starting materials with Hexane:Toluene=1:1 by means of
column chromatography. Then the solid was eluted with toluene to give GA11 (0.54 mmol, yield: 57%).
1H-NMR(400MHz,CDCl;) &= 8.15(d,2H,J=9.0Hz), 7.82(d,2H,J=8.2Hz), 7.66-7.60(m,12H), 7.47-7.14(m,24H).

Synthetic example 10

Synthesis of (R)-3,3'-dimesityl-2,2’-dimethoxy-1,1'-binaphthyl (GA13)

[0131] GA12 (7.1 mmol) obtained in Synthetic example 2, Ni(ACAC), (0.73 mmol) and benzene (40 mL) were put in
a three-necked round bottom flask. Mesityl MgBr prepared separately was added dropwise to the solution over 10
minutes or more at room temperature and the reaction mixture was stirred for additional 30 minutes. After that, the
mixture was heated and refluxed for 12 hours. The reaction mixture was cooled to 0°C, and the reaction was quenched
by the addition of 1 M hydrochloric acid and stirring for 1 hour. The reaction mixture was extracted with diethyl ether
three times. The combined extracts was washed with brine and dried over anhydrous sodium sulfate. After the drying,
the extract was filtered. The filtrate was concentrated, and separated and purified by means of column chromatography
to give GA13 (5.03 mmol, yield: 71%).

Rf=0.3(Hexane:CH,Cl,=6:1).

1H-NMR(400MHz,CDCl;) & = 7.85(d,2H,J=8.1Hz), 7.69(s,2H), 7.41-7.37(m,2H), 7.26(s,4H), 6.97(s,4H), 3.10(s,6H),
2.35(s,6H), 2.18(s,6H), 2.13(s,6H).

Synthetic example 11

Synthesis of (R)-3,3'-dimesityl-1,1’-binaphthol (GA14)

[0132] GA13 obtained in Synthetic example 10 was subjected to the same deprotection procedure as that in Synthetic
example 6 to give GA14 (yield: 95%) Rf=0.3(Hexane:CH,Cl,=2:1).

1H-NMR(400MHz,CDCly) 8= 7.84(d,2H,J=8.1 Hz), 7.72(s,2H), 7.36-7.23(m,6H), 6.98(s,4H), 5.00(s,4H), 2.31 (s,6H),
2.13(s,6H), 2.06(s,6H).

13C-NMR(100MHz,CDCls) 6= 149.97, 137.71, 137.10, 137.04, 133.39, 132.88, 130.62, 129.43, 129.40, 128.49, 128.41,
128.21, 126.78, 124.51, 123.82, 112.94, 21.11, 20.50,20.41.

Synthetic example 12

Synthesis of (R)-3,3-dimesityl-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate GA15)

[0133] GA14 (1.91 mmol) obtained in Synthetic example 11 and pyridine (7.8 mL) were put in a two-necked round
bottom flask. To the flask, phosphoryl chloride (2.69 mmol) was added dropwise over 7 minutes at room temperature
and the reaction mixture was stirred for additional 2 hours. After that, the mixture was heated and refluxed for 1 hour.
The reaction mixture was cooled to room temperature. Distillated water (1.6 mL) was added dropwise and the mixture
was heated and refluxed for 1.5 hours. After that, the mixture was cooled to room temperature, pyridine was distilled
away under a reduce pressure. Then 6 M hydrochloric acid (15 mL) was added dropwise, and the mixture was heated
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and refluxed for additional 2 hours. The reaction mixture was cooled to 0°C and filtered. The filtrate was washed with
water and dried. The extract was recrystallized in methanol to give GA15 (1.30 mmol, yield: 68%).
1H-NMR(4OOMHZ,CDCI3) 0 = 7.89(d,2H,J=8.1 Hz), 7.73(s,2H), 7.48-7.44(t,2H,J=7.3Hz), 7.36(d,2H,J=8.6Hz),
7.29(d,2H,J=7.5Hz), 6.76(s,2H), 6.68(s,2H), 2.13(s,6H), 2.00(s,6H), 1.96(s,6H).

Synthetic example 13

Synthesis of (R)-3,3'-bis(dihydroxyborane)-2,2’-dimethoxy-1,1'-binaphthyl (GA16)

[0134] Diethyl ether (300 mL) and TMEDA (55.1 mmol) were put in a three-necked round bottom flask, to which was
added dropwise n-BuLi (56.2 mmol) over 5 minutes or more at room temperature. Further GA06 (19.1 mmol) obtained
in Synthetic example 1 was added thereto and the mixture was stirred for 3 hours. The reaction mixture was cooled to
-78°C. (EtO);B (117.5 mmol) was added dropwise over 10 minutes or more. The reaction mixture was warmed to room
temperature and stirred overnight. The reaction mixture was cooled to 0°C, the reaction was quenched by the addition
of 1 M hydrochloric acid and stirring for 2 hours. The reaction mixture was extracted with diethyl ether three times. The
combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over anhydrous sodium
sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, which was recrystallized
twice in toluene to give GA16 (12.0 mmol, yield: 63%).

1H-NMR(400MHz,CDCl;) & = 8.62(s,2H), 7.99(d,2H,J=8.1 Hz), 7.44(1,2H,J=7.6Hz), 7.32(t,2H,J=7.6H2),
7.16(d,2H,J=8.2Hz), 6.12(brs,4H), 3.31 (s,6H).

Synthetic example 14

Synthesis of (R)-3,3'-Bis(4-bipheny1)-1,1'-binaphthol (GA18)

[0135] GA16 (4.98 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (14.9 mmol), Pd(PPh3),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
and stirred. To the solution, 4-bromobiphenyl (15.0 mmol) was added, and the reaction mixture was heated and refluxed
for 22 hours. The reaction mixture was cooled to room temperature, form which dioxane was distilled away under a
reduced pressure. 1 M hydrochloric acid was added, and then the mixture extracted with dichloromethane three times.
The combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over anhydrous
sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, and the obtained
solid was deprotected in the same procedure as that in Synthetic example 6. 4-Bromobiphenyl was firstly separated
from the obtained solid with Hexane:CH,Cl,=4:1 by means of column chromatography, and then GA18 (4.30 mmol,
yield: 86%) was separated and purified with Hexane:CH,Cl,=1:1.

Rf=0.5.

1H-NMR(400MHz,CDCl3) 3= 8.08(s,2H), 7.93(d,2H,J=7.9Hz), 7.84-7.81(m,4H), 7.72-7.70(m,4H), 7.67-7.65(m,4H),
7.47-7.22(m,4H), 5.40(s,2H).

13C-NMR(lOOMHz,CDCIs) 6=150.23, 140.74, 140.58, 136.41, 132.92, 131.39, 130.24, 130.00, 129.50, 128.80, 128.48,
127.42, 127.40, 127.18, 127.12, 124.40, 124.25, 112.30.

Synthetic example 15

Synthesis of (R)-3,3’-bis(4-biphenyl)-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate (GA19)

[0136] GA18 obtained in Synthetic example 14 was subjected to the same procedure as that in Synthetic example 12
to give a solid content. The solid content was recrystallized in n-hexane and dichloromethane to separate and purify
GA19 (1.59 mmol, yield: 84%).

1H-NMR(400MHz,CDCl5) & = 8.20(brs,2H), 8.07(s,2H), 7.97(d,2H,J=8.1 Hz), 7.88(d,2H,J=8.1 Hz), 7.62-7.29(m,20H).
13C-NMR(100MHz,CDCl;) 8= 141.32, 140.41, 139.67, 136.88, 133.70, 132.23, 131.26, 130.83, 130.45, 128.73, 128.31,
127.28, 126.99, 126.81, 126.52, 126.26, 126.05, 125.48, 123.14.

Synthetic example 16

Synthesis of (R)-3,3’-bis(2-naphthyl)-1,1’-binaphthol (GA28)

[0137] GA16 (4.98 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (14.9 mmol), Pd(PPh3),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
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and stirred. To the solution, 2-bromonaphthalene (15.0 mmol) was added, and the reaction mixture was heated and
refluxed for 22 hours. The reaction mixture was cooled to room temperature, dioxane was distilled away under a reduced
pressure. After addition of 1 M hydrochloric acid, the mixture was extracted with dichloromethane three times. The
combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over anhydrous sodium
sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, the obtained solid was
deprotected in the same procedure as that in Synthetic example 6. 2-Bromonaphthalene was firstly separated from the
obtained solid with Hexane:CH,Cl,=4:1 by means of column chromatography, and then GA28 (3.26 mmol., yield: 82%)
was separated and purified with Hexane:CH,Cl,=2:1.

Rf=0.4.

1H-NMR(400MHz,CDCl;) &= 8.21(s,2H), 8.13(s,2H), 7.96-7.86(m,10H), 7.53-7.47(m,4H), 7.43-7.28(m,6H),
5.46(brs,2H).

13C-NMR(100MHz,CDCl5;) = 150.30, 135.00, 133.45, 133.03, 132.76, 131.69, 130.63, 129.53, 128.50, 128.20, 127.92,
127.67, 127.43, 126.27, 126.23, 124.40, 124.32, 112.48.

Synthetic example 17

Synthesis of (R)-3,3'-bis(2-naphthyl)-1,1'-binaphthyl-2,2’-divl hydrogenphosphate (GA29)

[0138] GAZ28 obtained in Synthetic example 16 was subjected to the same procedure as that in Synthetic example 12
to give a solid content. The obtained solid content was recrystallized in ethanol to give GA29 (1.75 mmol, yield: 72%).
'H-NMR(400MHz,CDCl;) b = 8.03(s,4H), 7.97(d,2H,J=8.4Hz), 7.69(d,2H,J=8.1 Hz), 7.59(d,2H,J=7.3Hz),
7.47(d,BH,J=8.1 Hz), 7.33-7.19(m,6H), 6.53(brs,1H).

13C-NMR(100MHz,CDCl;) 8= 146.09, 142.52, 141.30, 140.53, 135.51, 134.26, 133.01, 132.40, 132.25, 131.31, 131.04,
128.77, 128.39, 128.29, 127.35, 127.14, 126.19, 125.56, 125.39, 124.91, 123.27.

Synthetic example 18

Synthesis of p-bromo-iodobenzene (GA31)

[0139] p-Dibromobenzene and diethyl ether (135 mL) were put in a three-necked round bottom flask and cooled to
-78°C, t-BuLi (89.60 mmol) was added dropwise and the reaction mixture was stirred for 30 minutes. To the reaction
mixture, iodine (44.90 mmol) dissolved in tetrahydrofuran (15 mL) was added over 15 minutes. The mixture was stirred
for 30 minutes, warmed to room temperature, and then stirred for additional 4 hours. The reaction mixture was cooled
to 0°C. The reaction was quenched by the addition of a saturated aqueous sodium thiosulfate solution. The reaction
mixture was extracted with ethyl acetate three times. The combined extracts was washed with brine and dried over
anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, which
was recrystallized in ethanol to give GA31 (36.70 mmol, yield: 82%).

1 H-NMR(400MHz,CDCly) 6 = 7.56-7.53(m,2H), 7.26-7.21 (m,2H).

Synthetic example 19

Synthesis of 2,4,6-trimethylboronic acid (GA33)

[0140] Magnesium (60.27 mmol) and tetrahydrofuran (30 mL) were put in a three-necked round bottom flask and
stirred. To the solution, bromomesitylene (13.07 mmol) was added, and the reaction mixture was heated. After that,
bromomesitylene (32.02 mmol) dissolved in tetrahydrofuran (30 mL) was added dropwise to the solution. The reaction
mixture was heated and refluxed for 4.5 hours. Then, the mixture was cooled to -78°C. (EtO)3B (111.66 mmol) was
added dropwise over 15 minutes. After that, the mixture was warmed to room temperature and stirred for additional 5
hours. Then the mixture was cooled to 0°C. The reaction was quenched by the addition of 1 M hydrochloric acid and
stirring for additional 2 hours. The reaction mixture was extracted with diethyl ether three times. The combined extracts
was washed with brine and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate
was concentrated to give a solid, which was recrystallized in benzene to give GA33 (26.10 mmol, yield: 58%).
1H-NMR(400MHz,CDCl5) & = 6.82(s,2H), 4.73(brs,2H), 2.33(s,6H), 2.26(s,3H).

13C-NMR(100MHz,CDCl5) & = 139.64, 138.66, 127.99, 127.26, 22.89, 22.03, 21.12.
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Synthetic example 20

Synthesis of 4-Bromo-2',4’,6'-trimethylbiphenyl (GA35)

[0141] GA33 (4.98 mmol) obtained in Synthetic example 19, barium hydroxide octahydrate (14.9 mmol), Pd(PPhs),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
and stirred. To the solution, GA31 (15.0 mmol) obtained in Synthetic example 18 was added, and the reaction mixture
was heated and refluxed for 22 hours. The reaction mixture was cooled to room temperature. Dioxane was distilled away
under a reduced pressure. After addition of 1 M hydrochloric acid, the mixture was extracted with dichloromethane three
times. The combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over anhydrous
sodium sulfate. After the drying, the extract was filtered. By means of column chromatography, the obtained solid was
firstly separated with Hexane:CH,Cl,=2:1, and then separated and purified with Hexane:CH,Cl,=1:1to give GA35 (11.50
mmol, yield: 86%).

Rf=0.6.

1H-NMR(400MHz,CDCly) & = 7.52(d,2H,J=8.2Hz), 7.00(d,2H,J=8.2Hz), 6.92(s,2H), 2.31(s,3H), 1.98(s,6H).
13C-NMR(100MHz,CDCl5;) & = 139.95, 137.66, 136.89, 135.74, 131.56, 131.07, 128.13, 120.60, 20.99, 20.68.

Synthetic example 21

Synthesis of (R)-3,3’-bis[4-(2',4',6'-trimethylbiphenyl)1-1,1'-binaphthol (GA37)

[0142] GA16 (4.98 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (14.9 mmol), Pd(PPh3),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
and stirred. To the solution, GA35 (15.0 mmol) obtained in Synthetic example 20 was added, and the reaction mixture
was heated and refluxed for 22 hours. The reaction mixture was cooled to room temperature. Dioxane was distilled away
under a reduced pressure. After the addition of 1 M hydrochloric acid, the mixture was extracted with dichloromethane
three times. The combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over
anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, which
was deprotected in the same procedure as that in Synthetic example 6. The obtained solid was separated and purified
by means of column chromatography to give GA37 (2.85 mmol, yield: 78%).

Rf=0.5(Hexane).

1H-NMR(400MHz,CDCls;) 5=8.12(s,2H), 7.95(d,2H,J=8.2Hz), 7.81 (d,2H,J=8.4Hz), 7.42-7.39(m,2H), 7.36-7.32(m,2H),
7.28-7.24(m,6H), 6.97(s,4H), 5.45(s,2H), 2.34(s,6H), 2.07(s,12H).

13C-NMR(100MHz,CDCl;) 8=150.18, 140.59, 138.61, 136.67, 136.03, 135.56, 132.95, 131.37, 130.46, 129.54, 129.47,
128.44, 128.10, 127.32, 124.34, 124.31, 112.47, 21.02, 20.86.

Synthetic example 22

Method of synthesizing (R)-3,3"-bis[4-(2',4",6’-trimethylbipheny1)]-1,1’-binaphthyl-2,2’-dyl hydrogenphosphate (GA38)

[0143] GA37 (1.91 mmol) obtained in Synthetic example 21 and pyridine (7.8 mL) were put in a two-necked round
bottom flask, phosphoryl chloride (2.69 mmol) was added dropwise over 7 minutes at room temperature, and the reaction
mixture was stirred for additional 2 hours. After that, the mixture was heated and refluxed for 1 hour. The reaction mixture
was cooled to room temperature. Distillated water (1.6 mL) was added dropwise and the mixture was heated and refluxed
for 1.5 hours. After that, the mixture was cooled to room temperature. Pyridine was distilled away under a reduced
pressure. 6 M hydrochloric acid (15 mL) was added dropwise, and the mixture was further heated and refluxed for
additional 2 hours. The reaction mixture was cooled to 0°C and filtered. The filtrate was washed with water and dried.
The extract was recrystallized in ethanol to give GA38 (1.75 mmol, yield: 87%).

1H-NMR(400MHz,CDCl;) &= 8.35(brs,1H), 8.07(s,2H), 7.92(d,2H,J=8.1Hz), 7.51-7.43(m,4H), 7.33-7.24(m,4H),
7.17(d,4H,J=8.1 Hz), 2.32(s,6H), 1.98(s,12H).

13C-NMR(100MHz,CDCI3) = 142.15, 139.97, 138.73, 136.31, 135.95, 135.72,134.11, 132.19, 131.19, 130.95, 130.06,
128.95, 128.22, 127.90, 127.03, 126.08, 125.88, 125.35, 123.07, 20.97, 20.71.

Synthetic example 23

Method of synthesizing 2-naphthylboronic acid (GA40)

[0144] Magnesium (60.27 mmol) and tetrahydrofuran (30 mL) were put in a three-necked round bottom flask and
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stirred. To the solution, 2-bromonaphthalene (13.07 mmol) was added, and the reaction mixture was heated. After that,
2-bromonaphthalene (32.02 mmol) dissolved in tetrahydrofuran (30 mL) was added dropwise to the solution. The reaction
mixture was heated and refluxed for 4.5 hours. After that, the mixture was cooled to -78°C. (EtO);B (111.66 mmol) was
added dropwise over 15 minutes. Then, the mixture was warmed to room temperature and stirred for additional 5 hours.
Then, the mixture was cooled to 0°C. The reaction was quenched by the addition of 1 M hydrochloric acid stirring for 2
hours. The reaction mixture was extracted with diethyl ether three times. The combined extracts was washed with brine
and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. Then the filtrate was concentrated.
The obtained solid was recrystallized in benzene to give GA40 (9 mmol, yield: 77%).

IH-NMR(400MHz,CDCl;) 8= 891 (s,1 H), 8.35(d,1H,J=8.2Hz), 8.11 (d,1 H,J=7.3Hz), 8.01 (d,1H,J=8.2Hz),
7.96(d,1H,J=7.3Hz), 7.64(m,2H).

13C-NMR(100MHz,CDCl5) & = 137.89, 135.88, 132.91, 130.68, 129.12, 127.89, 127.67, 127.37, 126.05.

Synthetic example 24

Method of synthesizing 2-(4-Bromonaphthyl)naphthalene (GA42)

[0145] GA40 (4.98 mmol) obtained in Synthetic example 23, barium hydroxide octahydrate (14.9 mmol), Pd(PPhs),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
and stirred. To the solution, GA31 (15.0 mmol) obtained in Synthetic example 18was added, and the reaction mixture
was heated and refluxed for 22 hours. The reaction mixture was cooled to room temperature. Dioxane was distilled away
under a reduced pressure. After the addition of 1 M hydrochloric acid, the mixture was extracted with dichloromethane
three times. The combined extracts were washed with 1 M hydrochloric acid twice and with brine once, and dried over
anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid, which
was deprotected in the same procedure as that in Synthetic example 6. The obtained solid was separated and purified
by means of column chromatography to give GA42 (7.02 mmol, yield: 79%).

Rf=0.6(Hexane).

1H-NMR(400MHz,CDCl5) & = 8.01 (s,1H), 7.93-7.85(m,3H), 7.77-7.68(m,1H), 7.60-7.59(m,4H), 7.57-7.48(m,2H).
13C-NMR(100MHz,CDCI3) 3= 140.03, 137.29, 133.59, 132.71, 131.95, 128.97, 128.62, 128.18, 127.66, 126.47, 126.17,
125.72, 125.13, 121.64, 106.35.

Synthetic example 25

Synthesis of (R)-3,3’-bis(4-naphthalen-2-phenyl)-1,1’-binaphthol (GA44)

[0146] GA16 (4.98 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (14.9 mmol), Pd(PPhs),
(0.24 mmol), degassed dioxane (33 mL), and distillated water (11 mL) were put in a three-necked round bottom flask
and stirred. To the solution, GA42 (15.0 mmol) obtained in Synthetic example 24 was added, and the reaction mixture
was heated and refluxed for 22 hours. The reaction mixture was cooled to room temperature. Dioxane was distilled away
under a reduced pressure. After the addition of 1 M hydrochloric acid, the mixture was extracted with dichloromethane
three times. The combined extracts was washed with 1 M hydrochloric acid twice and with brine once, and dried over
anhydrous sodium sulfate. After the drying, the extract was filtered, and the filtrate was concentrated. A obtained solid
was separated and purified by means of silica gel column chromatography (Hexane:CH,Cl,=2:1 to Hexane:CH,Cl,=1:1).
However, since GA42 could not completely be removed, it was separated and purified again by means of neutral alumina
column chromatography (benzene to ethyl acetate) to give GA44 (1.61 mmol, yield: 57%).

Rf=0.5.

1H-NMR(400MHz,CDCls) &= 8.11(s,4H), 7.96-7.23(m,18H), 7.52-7.23(m,10H), 5.44(s,2H).

13C-NMR(100MHz,CDCl;) 3= 150.28, 140.44, 138.02, 136.52, 133.68, 132.96, 132.69, 131.42, 130.25, 130.12, 129.53,
128.49, 128.22, 127.65, 127.46, 127.42, 126.32, 125.99, 125.80, 125.47, 124.43, 124.27, 112.31.

Synthetic example 26

Synthesis of (R)-3,3'-bis(4-naphthalen-2-yl-phenyl)-1,1’-binaphthyl-2,2'-diyl hydrogenphosphate (GA45)

[0147] GA44 (1.91 mmol) obtained in Synthetic example 25 and pyridine (7.8 mL) were put in a two-necked round
bottom flask. To the solution, phosphoryl chloride (2.69 mmol) was added dropwise over 7 minutes at room temperature,
and the reaction mixture was stirred for additional 2 hours. After that, the mixture was heated and refluxed for 1 hour.
The reaction mixture was cooled to room temperature. Distillated water (1.6 mL) was added dropwise, and the mixture
heated and refluxed for 1.5 hours. After that, the mixture was cooled to room temperature. Pyridine was distilled away
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under a reduced pressure. 6 M hydrochloric acid (15 mL) was added dropwise, and then the mixture was heated and
refluxed for additional 2 hours. The reaction mixture was cooled to 0°C and filtered. The filtrate was washed with water
and dried. The solid was recrystallized in Toluene/Hexane to give GA45 (1.15 mmol, yield: 79%).
1H-NMR(4OOMHZ,CDCI3) 0=28.06(s,2H), 7.95(d,4H,J=7.5Hz), 7.90(d,4H,J=8.1Hz), 7.85-7.81 (m,6H), 7.68-7.64(m,6H),
7.48-7.45(m,6H), 7.40(d,2H,J=8.8Hz), 7.28(m,12H),7.15(brs,1H).

13C-NMR(1OOMHZ,CDCI3) 0=146.10,141.45,139.12, 137.61, 136.98, 133.94, 133.50, 132.45, 132.29, 131.19, 130.73,
130.59, 128.31, 128.17, 127.50, 127.04, 126.77, 126.12, 125.78, 125.48, 125.34, 125.19, 123.18.

Synthetic example 27

Synthesis of (R)-2,2'-bis(methoxymethyloxy)-1,1'-binaphthyl (GB06)

[0148] NaH (28.95 mmol) was put in a three-necked round bottom flask and washed with anhydrous diethyl ether
twice. To the flask, (R)-BINOL (12.62 mmol) and DMF 60 ml were added, and the reaction mixture was stirred at 0°C
for 30 minutes. Subsequently, Methoxymethyl chrolide (MOMCI; 31.89 mmol) was added dropwise at 0°C over 10
minutes. After being warmed to room temperature, the mixture was stirred for additional 1 hour. The reaction was
qguenched by the addition of water and 1 M hydrochloric acid and stirring for a few minutes. The mixture was extracted
with ethyl acetate three times. The extract was washed with a saturated aqueous sodium chloride solution, and dehydrated
over anhydrous sodium sulfate. After the dehydration, the extract was filtered. Then the solvent was distilled away from
the filtrate under a reduced pressure to give GB06 (12.59 mmol, quant.).

Synthetic example 28

Synthesis of (R)-2,2'-bis(methoxymethyloxy)-3,3'-dibromo-1.1’-binaphthyl (GBQ7)

[0149] GBO06 (12.6 mmol) obtained in Synthetic example 27 and diethyl ether 200 mL were put in a three-necked
round bottom flask. n-BuLi (37.4 mmol) was added at room temperature, and the reaction mixture stirring for 3 hours.
The reaction mixture was cooled to 0°C. A solution prepared by dissolving CF,Br-CF,Br (37.4 mmol) in THF 50 mL was
added dropwise. After the adding dropwise, the mixture was warmed to room temperature and stirred for additional 4
hours. After that, the reaction was quenched by the addition of a saturated aqueous sodium chloride solution. The mixture
was extracted with diethyl ether three times. The extract was washed with a saturated aqueous sodium chloride solution,
and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered. After distilling the solvent
away under a reduced pressure, the filtrate was purified by means of column chromatography (Hexane:AcOEt=5:1) to
give GB07 (12.13 mmol, yield: 96%).

Synthetic example 29

Synthesis of GB08 (Formula (19))

[0150] p-Bromoanisole (26.46 mmol) and THF 20 mL were put in a three-necked round bottom flask and cooled to
-78°C. n-BuLi (29.83 mmol) was added dropwise thereto over 12 minutes, and the reaction mixture was stirred at -78°C
for additional 1 hour. After that, triethyl borate (29.45 mmol) was added dropwise to the reaction mixture over 9 minutes,
and the mixture was stirred at -78°C for 1.5 hours. After the stirring, the reaction was quenched at -78°C by the addition
of a saturated aqueous ammonium chloride solution. After being warmed to room temperature, 100 ml of water was
added, and the mixture was extracted with diethyl ether. The extract was washed with a saturated aqueous sodium
hydrogen carbonate solution and a saturated aqueous sodium chloride solution, and dehydrated over anhydrous sodium
sulfate. After the dehydration, the extract was filtered. After distilling the solvent away under a reduced pressure, the
filtrate was crystallized in water to give GB08 (7.57 mmol, yield: 28%) represented by formula (19).

MeO B(OH), (19
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Synthetic example 30

Synthesis of (R)-3,3™-bis(p-methoxyphenyl)-1,1’-binaphthol (GB11)

[0151] After Pd(PPhs), (0.083 mmol) and DME 6 mL were put in a three-necked round bottom flask, a solution prepared
by dissolving GB07 (2.52 mmol) obtained in Synthetic example 28 in DME 8 mL was added. Then, GB08 (7.57 mmol)
obtained in Synthetic example 29 and 2.4 mL of a 4 M aqueous sodium carbonate solution were further added, and the
reaction mixture was stirred for 18 hours under reflux. Then, the mixture was cooled to room temperature and filtered.
From the filtrate, the solvent was distilled away under a reduced pressure. After the concentration, a suitable amount of
dichloroethane was added, and the mixture was washed with water and a saturated aqueous sodium chloride solution,
and dehydrated over anhydrous sodium sulfate. After the dehydration, the mixture was filtered. Then the solvent in the
filtrate was distilled away under a reduced pressure. The dried product, 10 ml of THF, and 0.4 ml of concentrated
hydrochloric acid were put in a two-necked round bottom flask and stirred at 50°C for 2 hours. The mixture was cooled
to room temperature. The reaction was quenched at 0°C by the addition of a saturated aqueous sodium hydrogen
carbonate solution. After that, the mixture was extracted with diethyl ether three times. The extract was washed with a
saturated aqueous sodium chloride solution, and dehydrated over anhydrous sodium sulfate. After the dehydration, the
extract was filtered. After distilling the solvent away under a reduced pressure, the filtrate was purified by means of
column chromatography (Hexane:AcOEt=4:1) to give GB11 (1.14 mmol, yield: 45%).

1H-NMR(400MHz,CDC1,) 6 = 3.85(6H,S), 5.35(2H,S), 7.00(4H,d), 7.18(2H,d), 7.27(2H,dd), 7.35(2H,dd), 7.64(4H,d),
7.87(2H,d), 7.96(2H,s)

Synthetic example 31

Synthesis of (R)-3,3"-bis(p-methoxyphenyl)-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate GB15)

[0152] GB11 (1.02 mmol) obtained in Synthetic example 30 and 1.4 ml of pyridine were put in a two-necked round
bottom flask. POClI; (1.45 mmol) was added dropwise over 3 minutes, and the reaction mixture was stirred for 1.5 hours
under refluxing. The reaction mixture was cooled to room temperature, and water (150 nL) was added over 5 minutes.
Then, after stirring for 2 hours under refluxing, the mixture was cooled to room temperature. From the reaction mixture,
pyridine was distilled away under a reduced pressure. After that, 6 M hydrochloric acid (7 mL) was added over 10
minutes, and the mixture was stirred for 2.5 hours under refluxing. The mixture was cooled to 0°C and filtered. The
filtered residue was washed with water and crystallized in ethanol to give GB15 (0.37 mmol, yield: 37%).

Synthetic example 32

Synthesis of (R)-3,3"-bis[4-(trifluoromethyl)phenyl]-1,1"-binaphthol (GB14)

[0153] GA16 (3.73 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (11.03 mmol), Pd(PPhs),
(0.14 mmol), 1,4-dioxane 24ml, and 8 mL of water were put in a three-necked round bottom flask and stirred. To the
solution, 4-Bromobenzotrifluoride (12.14 mmol) was added dropwise over 10 minutes. The solution was refluxed for 24
hours. After that, 1,4-dioxane was distilled away under a reduced pressure, and then dichloromethane was added. The
mixture was washed with 1 M hydrochloric acid and a saturated aqueous sodium chloride solution, and dehydrated over
anhydrous sodium sulfate. The above product and 100 mL of dichloromethane were put in a three-necked round bottom
flask and then cooled to 0°C. BBr; (16.76 mmol, a 1 M dichloromethane solution) was added dropwise. After completing
the adding dropwise, the mixture was stirred at room temperature for 8.5 hours and then cooled again to 0°C. The
reaction was quenched by the addition of 120 ml of water. The mixture was washed with water and a saturated aqueous
sodium chloride solution followed by dehydration over anhydrous sodium sulfate. The solvent was distilled away under
a reduced pressure. The residue was purified by means of column chromatography (Hexane:AcOEt=5:1) to give GB14
(2.29 mmol, yield: 61%).

Synthetic example 33

Synthesis of (R)-3,3"-bis[4-(trifluoromethyl)phenyl)-1,1-binaphthyl-2,2'-diyl hydrogenphosphate (GB16)

[0154] GB14 (1.02 mmol) obtained in Synthetic example 32 and 1.4 mL of pyridine were put in a two-necked round
bottom flask. POCI; (1.45 mmol) was added dropwise over 3 minutes, and the reaction mixture was refluxed for 1.5
hours. The reaction mixture was cooled to room temperature. Water (150 L) was added over 5 minutes. After that, the
mixture was refluxed for 2 hours, and cooled to room temperature. Then, pyridine was distilled away from the reaction
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mixture under a reduced pressure. 6 M hydrochloric acid (7 mL) was added over 10 minutes followed by refluxing for
2.5 hours. The mixture was cooled and purified by means of silica gel column chromatography containing triethylamine,

and then made into a free salt form with 6 M hydrochloric acid to give GB16.

Synthetic example 34

Synthesis of (R)-3,3'-bis(4-nitrophenyl)-1,1'-binaphthol (GC01)

[0155] GA16 (4 mmol) obtained in Synthetic example 13, barium hydroxide octahydrate (12 mmol), Pd(PPhg), (0.28
mmol), 24 mL of 1,4-dioxane, and 8 mL of water were put in a three-necked round bottom flask and stirred. To the
solution, 1-Bromo-4-nitrobenzene (10 mmol) was added dropwise, and the reaction mixture was refluxed for 25 hours.
After that, 1,4-dioxane was distilled away under a reduced pressure, and then dichloromethane was added. The mixture
was washed with 1 M hydrochloric acid and a saturated aqueous sodium chloride solution, and dehydrated over anhydrous
sodium sulfate. The above product and 100 mL of dichloromethane were putin a three-necked round bottom flask, which
was cooled to 0°C. BBr5 (18 mmol, a 1 M dichloromethane solution) was added dropwise. After completion of the addition
dropwise, the mixture was stirred at room temperature for 8.5 hours and cooled again to 0°C. The reaction was quenched
by the addition of 120 mL of water. The mixture was washed with water and a saturated aqueous sodium chloride
solution, and dehydrated over anhydrous sodium sulfate. The solvent was distilled away under a reduced pressure. The
residue was purified by means of column chromatography (Hexane:AcOEt=5:1) to give GCO1 (yield: 82%).

Synthetic example 35

Synthesis of (R)-3,3'-bis(4-nitrophenyl)-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate (GC02)

[0156] GCO01 (1 mmol) and 1.4 mL of pyridine were put in a two-necked round bottom flask. POCl; (1.4 mmol) was
added dropwise over 3 minutes, and the reaction mixture was stirred at room temperature for 2 hours. To the reaction
mixture, water (150 p.L) was added, and the mixture was stirred for additional 30 minutes. After that, pyridine was distilled
away from the reaction mixture under a reduced pressure. After that, 6 M hydrochloric acid (7 mL) was added, and the
mixture was refluxed for 2 hours. The mixture was cooled and purified by means of silica gel column chromatography
containing triethylamine, which was made into a free salt form with 6 M hydrochloric acid. The free salt form was dissolved
in a small amount of dichloromethane, and n-hexane was added to precipitate and give GCO02 (yield: 62%).

1H-NMR(400MHz,CDCl,;) 8= 8.01(d,2H,J=8.2Hz), 7.97(s,2H), 7.92(d,4H,J=8.1 Hz), 7.60-7.55(m,6H), 7.46-7.21 (m,4H).

Synthetic example 36

Synthesis of (R)-3,3'-diphenyl-2,2’-dimethoxy-1,1'-binaphthyl (GC03)

[0157] GA16 (4 mmol) obtained in Synthetic example 13, Ni(PPhz),Cl, (0.32 mmol) and diethyl ether (40 mL) were
put in a three-necked round bottom flask. Phenyl MgBr was added dropwise, which had been prepared independently,
at room temperature followed by heating and refluxing for 26.5 hours. The reaction mixture was cooled to 0°C, to which
was added 1 M hydrochloric acid followed by stirring to quench the reaction. The reaction mixture was extracted with
diethyl ether three times. The combined extracts was washed with brine and dried over anhydrous sodium sulfate. After
the drying, the extract was filtered. The concentrated filtrate was separated and purified by means of column chroma-
tography to give GCO3 (yield: 89%).

Synthetic example 37

Synthesis of (R)-3,3'-diphenyl-1,1’-binaphthol GC04)

[0158] GCO03 obtained in Synthetic example 36 was subjected to the same deprotection operation as that in Synthetic
example 6 to give GCO04.

Synthetic example 38

Synthesis of (R)-6,6'-dibromo-3,3’-diphenyl-1,1’-binaphthol (GC05)

[0159] GCO04 (1 mmol) obtained in Synthetic example 37 was dissolved in dichloromethane and cooled to -78°C.
Bromine (2.1 mmol) was added dropwise, the reaction mixture was stirred for 2.5 hours. The reaction mixture was
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warmed to room temperature. The reaction was quenched by the addition of an aqueous sodium thiosulfate solution.
The solution was extracted with diethyl ether. The extract was washed with a saturated aqueous sodium chloride solution,
and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered. The solvent was distilled
away from the filtrate under a reduced pressure to give GCO5 (yield: 66%).

Synthetic example 39

Synthesis of (R)-6,6'-dibromo-3,3’-diphenyl-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate (GC06)

[0160] GCO5 (1 mmol) obtained in Synthetic example 38 and 1.4 mL of pyridine were putin a two-necked round bottom
flask. POCl; (1.4 mmol) was added, and the reaction mixture was stirred at room temperature for 2 hours. To the reaction,
water and sodium hydrogencarbonate were added, and the mixture was additionally stirred. After that, pyridine was
distilled away from the reaction mixture under a reduced pressure. 6 M hydrochloric acid (7 mL) was added , and the
mixture was refluxed for 2 hours. The mixture was cooled, purified by means of silica gel column chromatography
containing triethylamine, which was made into a free salt form with 6 M hydrochloric acid. The free salt form was dissolved
in a small amount of dichloromethane, and n-hexane was added to precipitate and give GCO06 (yield: 57%).

Synthetic example 40

Synthesis of silylenolate MKO1 (Formula (20))

[0161] Tetrahydrofuran (20 mL) and diisopropylamine (30 mmol) were put in a three-necked round bottom flask (200
mL) and stirred at 0°C. After that, n-BuLi (30 mmol) was added dropwise over 5 minutes, and the reaction mixture was
stirred for 30 minutes. The mixture was cooled to -78°C. Hexamethylphosphoramide (HMPA; 5.0 mL) and methyl iso-
butyrate (30.1 mmol) were added dropwise over 5 minutes. The mixture was stirred for 30 minutes. Trimethylsilyl chloride
(TMSCI, 35.4 mmol) was added at -78°C. The mixture was warmed to room temperature and stirred for 1 hour, and then
cooled to 0°C. The reaction was quenched by the addition of sodium hydrogencarbonate. The reaction mixture was
extracted with diethyl ether three times. The combined extracts was washed with brine and dried over anhydrous sodium
sulfate. After the drying, the extract was filtered. After removing the solvent, the filtrate was subjected to reduced-pressure
distillation (1600 Pa, 69-71°C) to give silylenolate MKO1 represented by formula (20) below.

OTMS
(20)
OCH,

Synthetic example 41

Synthesis of silylenolate MK02

[0162] The procedure of Synthetic example 40 was repeated except that TMSCI was changed to t-Butyldimethylsilyl
chloride (TBSCI) to give MKO02.

Synthetic example 42

Synthesis of silylenolate MK03

[0163] The procedure of Synthetic example 40 was repeated except that methyl isobutyrate was changed to isopropyl
isobutyrate to give MK03:

Synthetic example 43

Synthesis of silylenolate MK04

[0164] The procedure of Synthetic example 40 was repeated except that methyl isobutyrate was changed to methyl
acetate to give MKO04.
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Synthetic example 44

Synthesis of imine MIO1 (Formula (21))

[0165] Imine MIO1 represented by formula (21) below was synthesized from Benzaldehyde and 2-Aminophenol.

% (21)
HO

Synthetic example 45

Synthesis of (R)-3,3'-Bis[3,5-di(trifluoromethyl)phenyl]-1,1'-binaphthol (GC07)

[0166] Pd(PPhs), (0.15 mM, 0.06 eq.), dimethoxyethane (15 mL), 3,5-Bis(trifluoromethyl)bromobenzene (7.54 mM,
3.0 eq.) were put, in this order, in a dried three-necked round bottom flask (100 mL) under nitrogen atmosphere and
stirred for 10 minutes. (R)-3,3'-Bis(dihydroxyborane)-2,2’-dimethoxy-1,1'-binaphthyl (2.56 mM) having been diluted with
ethanol and 2 N sodium carbonate solution (7.6 mM, 3. Oeq.) were added, and the reaction mixture was heated and
refluxed for 18.5 hours. After that, the mixture was cooled to room temperature, and dimethoxyethane was distilled away
under a reduced pressure. Then, the residue was dissolved in dichloromethane and 1 N hydrochloric acid, and was
extracted with dichloromethane three times. The combined dichloromethane extracts was sequentially washed with 1
N hydrochloric acid and brine, and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. From
the product obtained by concentrating the filtrate, a methoxy group was removed. The deprotected product was purified
by means of column chromatography to give GC07 (formula (22) below, 1.4g, 2.01 mM, 79%).

[0]p28: 45.3(c1.06,CHCIy).

IR(CHCI5): 3522, 1622, 1597, 1502, 1474, 1462, 1427, 1377, 1358, 1335, 1281, 1236, 1182, 1140, 1036, 989, 897,
845cm-1L,

Rf=0.3(Hexane:CH,Cl,=4:1).

1H-NMR(400MHz,CDCl;) & = 8.24(s,4H), 8.12(s,2H), 8.00(d,2H,J=7.9Hz), 7.91 (s,2H), 7.50-7.40(m,4H),
7.24-7.22(m,2H), 5.38(s,2H).

19F-NMR(376MHz,CDCl5) & = 99.01 (s).

13C-NMR(100MHz,CDCl5;) 8= 149.86, 139.47, 133.24, 132.35, 132.09, 131.76, 131.42, 131.09, 129.85,129.46, 128.90,
128.67, 127.71, 127.49, 125.21, 124.78, 123.97, 122.06, 121.33, 119.35, 111.75.

Anal. Calcd for: C,60.86; H,2.55. found: C,61.03; H,2.25.

Fs  (22)

CF,

Synthetic example 46

Synthesis of (R)-3,3'-Bis[3,5-di(trifluoromethyl)phenyl]-1,1'-binaphthyl phosphate (GC08)

[0167] Synthesis was conducted in the same procedure as that in the method of obtaining GA15 from GAl14. The
obtained crude product was recrystallized in dichloromethane/n-hexane, but the recrystallized product included impuri-
ties. Thus, it was dissolved in ethanol and reprecipitated with 6 N hydrochloric acid to give (GC08) (formula (23) below,
0.9 g, 1.14 mM, 73%).
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[0]p28: -197.5(c0.97,CHCI5).

IR(CHCI): 1620, 1501, 1474, 1379, 1325, 1281, 1246, 1178, 1140, 1109, 1084, 1024, 988, 964, 891, 870, 867cm-L.
1H-NMR(400MHz,CDCl5) & = 8.01 (s,8H), 7.61-7.58(m,4H), 7.42-7.39(m,4H).

31p-NMR(400MHz,CDCly) & = 4.61.

19F-NMR(376MHz,CDCl5) & = 96.63(s).

13C-NMR(100MHz,CDCl5) & 143.57, 143.48, 138.55, 132.29, 132.00, 131.94, 131.61, 131.39, 131.27, 131.11, 131.08,
130.94, 129.86, 128.65, 127.56, 127.20, 127.06, 126.77, 124.49, 122.49, 122.47, 121.77, 121.54, 119.06, 96.12.
Anal. Calcd for: C,55.97; H,2.22. found: C,55.96; H,2.13.

O,
O

~-P-OH CF:s  (23)

OO Ar=

Ar CF,

Synthetic example 47

Synthesis of (R)-3,3'-bis(3,5-dinitrophenyl)-1,1'-binaphthyl phosphate (GC09)

[0168] The procedure of Synthetic example 45 was repeated except that 3,5-dinitrobromobenzene was employed to
synthesize a compound to which a 3,5-dinitrophenyl group was bonded. Then, the procedure of Synthetic example 46
was repeated to synthesize phosphoric acid ester body GCO09 (formula (24)).

Ar

OO ° o
l:’\
o9l

Ar

(24)

Synthetic example 48

Synthesis of (R)-3,3'-Bis(2,4,6-triisopropylphenyl)-2,2’-hydroxy-1,1’-dinaphthyl (GC10)

[0169] GAO07 (5.0 mM), Ni(PPh3),Cl, (0.51 mM, 0.1 eq.) and diethyl ether (50 mL) were put, in this order, in a dried
three-necked round bottom flask (200 mL) under nitrogen atmosphere and stirred. 2,4,6-Triisopropylphenyl MgBr pre-
pared separately was added dropwise over 7 minutes or more at room temperature. After the adding dropwise, the
mixture was stirred for additional 10 minutes , and was heated and refluxed for 24 hours. After that, the mixture was
cooled to 0°C. The reaction was quenched by the addition of 1 N hydrochloric acid and stirring. The reaction mixture
was extracted with diethyl ether three times. The combined diethyl ether extracts was washed with brine and dried over
anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a crude product,
which was used in the subsequent step without purification.

[0170] The crude product obtained in the previous step and dichloromethane (135 mL) were put, in this order, in a
dried three-necked round bottom flask (300 mL) under nitrogen atmosphere and stirred at 0°C. A mixture prepared by
diluting boron tribromide (23.28 mM, 4.6 eq.) with dichloromethane (23 mL) was added dropwise over 15 minutes or
more. After that, the mixture was warmed to room temperature and stirred for 16 hours. After the stirring, the mixture
was cooled to 0°C. The reaction was quenched by the addition of water. The reaction mixture was extracted with
dichloromethane three times. The combined dichloromethane extracts was washed with brine and dried over anhydrous
sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a crude product, which
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was separated and purified by means of column chromatography to give GC10 (2.04 mM, 41%).

[0]p27 88.8(c3.03,THF), literature value [a], 88.0(c3.00,THF).

Rf=0.2(Hexane:CH,Cl,=6:1).

1H NMR(400MHz,CDCly) &= 7.87(d,2H,J=8.2Hz), 7.77(s,2H), 7.40-7.12(m,10H), 4.92(s,2H), 2.99-2.91 (m,2H),
4.92(dd,1H,J=2.7,8.4Hz), 4.44(d,1H,J=2.7Hz), 3.89(s,3H), 3.69(s,3H), 0.89(s,9H).

13C NMR(100MHz,CDCl3) 8=150.63, 149.12, 147.80, 147.74, 133.46, 130.63, 130.37,129.10, 129.04, 128.227, 126.61,
124.52, 123.76, 121.22, 121.15, 113.11, 34.35, 30.89, 30.84, 24.31, 24.29, 24.07, 24.01, 23.92, 23.73.

Anal. Calcd for: C,86.91; H,8.46. found: C,86.83; H, 8.31.

Synthetic example 49

Synthesis of (R)-3,3'-bis(2,4,6-triisopropylphenyl)-1,1'-binaphthyl-2,2’-diyl hydrogenphosphate (GC11)

[0171] GC10 was subjected to the same procedure as that in Synthetic example 12. A crude product obtained in the
procedure was separated and purified by means of column chromatography to give GC11 (1.38 mM, 95%).

[0]p26 -59.4(c1.06,CHCI,).

IR(CHCI;) 2964, 2932, 2870, 1626, 1607, 1568, 1491, 1462, 1412, 1383, 1362, 1317, 1246, 1196, 1151, 1055, 959,
858, 847cm1,

Rf=0.7(Hexane:CH,Cl,=10:1).

1H NMR(400MHz,CDCly) 3= 7.88-7.84(m,2H), 7.80(s,2H), 7.45-7.41(m,2H), 7.32-7.25(m,4H), 7.02(s,2H), 6.95(s,2H),
2.94-2.82(m,4H), 2.71-2.65(m,2H), 1.23(d,12H,J=6.8Hz), 1.13-1.10(m,12H), 1.03(d,6H,J=6.8Hz), 0.92(d,6H,J=6.8Hz).
31p NMR(400MHz,CDClg) & = 4.02.

13C NMR(100MHz,CDCl;) 4 148.06, 147.56, 147.47, 147.33, 142.69, 142.22, 132.92, 132.67, 131.92, 130.50, 128.02,
127.20, 125.76, 125.64, 124.85, 122.48, 120.84, 119.95, 34.14, 30.91, 30.72, 26.33, 24.93, 24.15, 24.02, 23.50, 23.31.
Anal. Calcd for: C,79.76; H,7.63. found: C,79.52; H,7.87.

Synthetic example 50

Synthesis of (R)-5,5',6,6",7,7',8,8'-Octahydro-1,1'-bi-2-naphthol (CD01)

[0172] (R)-BINOL (70.52 mM), platinum oxide (1.15 mM), and acetic acid (25 mL) were put in an autoclave in this
order and stirred under a hydrogen atmosphere of 6.8 atoms at room temperature for 3 days. The reaction was quenched
by the addition of water and dichloromethane. The reaction mixture was extracted with dichloromethane three times.
The dichloromethane extract was washed with water once and with a saturated aqueous sodium hydrogen carbonate
solution twice, and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was
concentrated to give CDO1 (70.74 mM, quant., formula (25) below). [0]526 47.1(c 1.04,CHCl).

IH NMR(400MHz,CDCl;) & = 7.06(d,2H,J=8.2Hz), 6.82(d,2H,J=8.2Hz), 4.60(s,2H), 2.75(t,4H,J=6.2Hz),
2.33-2.25(m,2H), 2.19-2.12(m,2H), 1.77-1.64(m,BH).

13C NMR(100MHz,CDClg) &= 151.35, 137.12, 131.01, 130.08, 118.81, 112.93, 29.20,27.08, 22.98, 22.92.

OH
(25)
OH

Synthetic example 51

Synthesis of (R)-5,5',6,6",7,7',8,8'-Octahydro-1,1’-bi-2-naphthyl phosphate (GD02)

[0173] The same procedure as that in the method of synthesizing GC02 was repeated to synthesize GD02 from GDO1.
After the synthesis, the crude was reprecipitated in methanol and water to give GD02 (formula (26) below, 1.35 mM,
yield: 57%).
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[a]p2® -239.7(c1.01,EtOH)

1H NMR(400MHz,CDC,) 8= 7.11(d,2H,J=8.4Hz), 7.06(d,2H,J=8.4Hz), 4.82(brs,1H), 2.86-2.63(m,6H), 2.31-2.24(m,2H),
1.82-1.77(m,6H), 1.57-1.52(m,2H).

3ip NMR(400MHz,CDCl3) & = 2.04.

13C NMR(100MHz,CDCl3) & = 146.35, 138.27, 135.46, 129.93, 126.08, 118.11, 29.09, 27.79, 22.44, 22.29.

Anal. Calcd for: C,67.41; H,5.94. found: C,67.62; H,6.01.

o)
O
W (26)
o  OH

Synthetic example 52

Synthesis of (R)-3.3'-Dibromo-5,5",6,6',7,7°,8,8'-octahydro-1,1’-hi-2-naphthol (GD03)

[0174] GDO1 (3.48 mM) and dichloromethane (20 mL) were put, in this order, in a dried three-necked round bottom
flask (100 mL) under nitrogen atmosphere and stirred. Subsequently, bromine (8.53 mM) was added dropwise over 16
minutes at room temperature. Then, after stirring the mixture at room temperature for 16.5 hours (disappearance of
GDO01 was checked by means of TLC), the mixture was cooled to 0°C. The reaction was quenched by the addition of a
saturated aqueous sodium sulfite solution. The reaction mixture was extracted with dichloromethane three times. The
combined dichloromethane extracts was washed with brine and dried over anhydrous sodium sulfate. After the drying,
the extract was filtered. The filtrate was concentrated to give GD03 (3.64 mM, quant.).

1H NMR(400MHz,CDCb) &= 7.28(s,2H), 5.11(s,2H), 2.74-2.73(m,4H), 2.32-2.26(m,2H), 2.12-2.06(m,2H),
1.76-1.61(m,8H).

Synthetic example 53

Synthesis of (R)-3,3'-Dibromo-5,5".6,6",7,7’,8,8'-octahydro-2,2'-methoxymethyl-1,1'-binaphthyl (GD04)

[0175] Sodium hydride (24.10 mM, having been washed with diethyl ether) and DMF (40 mL) were put, in this order,
in a dried three-necked round bottom flask (200 mL) under nitrogen atmosphere and stirred at 0°C. GD03 (9.73 mM)
dissolved in DMF (30 mL) was added, and the reaction mixture was stirred for 20 minutes. Subsequently, MOMCI (25.02
mM) was added dropwise over 3 minutes at 0°C. Two hours after warming the mixture to room temperature (disappear-
ance of GD03 was checked by means of TLC), the mixture was cooled to 0°C. The reaction was quenched by the addition
of water, ethyl acetate and 1 N hydrochloric acid. The reaction mixture was extracted with ethyl acetate three times. The
combined ethyl acetate extracts was washed sequentially with 1 N hydrochloric acid and brine and dried over anhydrous
sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give GD04 (9.88 mM, quant.).
1H NMR(400MHz,CDCl3) & = 7.32(s,2H), 4.93(d,2H,J=5.7Hz), 4.83(d,2H,J=5.7Hz), 2.86(s,6H), 2.76-2.71 (m,4H),
2.44-2.38(m,2H), 2.14-2.09(m,2H), 1.75-1.60(m,8H).

Synthetic example 54

Synthesis of (R)-3,3'-Diphenyl-5,5',6,6",7,7', 8,8'-octahydro-1,1'-binaphthol (GD05)

[0176] Barium hydroxide octahydrate (12.02 mM, 3.0 eq.), phenylboric acid (12.01 mM, 3.0 eq.), Pd(PPhs), (0.25 mM,
0.06 eq.), GDO4 (4.02 mM), dioxane (27 mL), and distillated water (9 mL) were put, in this order, in a dried three-necked
round bottom flask (100 mL) under nitrogen atmosphere and heated and refluxed for 3 hours. After that, the mixture
was cooled to room temperature, and dioxane was distilled away under a reduced pressure. Then, dichloromethane
and 1 N hydrochloric acid were added. The reaction mixture was extracted with dichloromethane three times. The
combined dichloromethane extracts was washed with 1 N hydrochloric acid and brine, and dried over anhydrous sodium
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sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a solid. Ethanol (50 mL) and
concentrated hydrochloric acid (12 mL) were added to the solid, and the reaction mixture was heated and refluxed for
10 hours. After the refluxing, ethanol was distilled away from the reaction mixture under a reduced pressure. The mixture
was extracted with dichloromethane three times. The combined dichloromethane extracts was washed with brine and
dried over anhydrous sodium sulfate. After the drying, the extract was filtered. The filtrate was concentrated to give a
solid, which was separated and purified by means of column chromatography to give GDO5 (2.23 mM, 55%).

[0]p2® -19.0(c0.40,CHCly), literature value [a]p2° -29.3(c0.41,CHCly).

Rf=0.2(Hexane:Ethyl acetate=15:1)

1H NMR(400MHz,CDCly) & = 7.61-7.58(m,4H), 7.45-7.40(m,4H), 7.34-7.29(m,2H), 7.15(s,2H), 4.91 (s,2H),
2.82-2.78(m,4H), 2.44-2.38(m,2H), 2.30-2.22(m,2H), 1.76-1.74(m,8H).

13C NMR(100MHz,CDCls) & = 147.92, 137.78, 136.44, 131.59, 130.08, 129.09, 128.26, 126.97, 125.92, 120.04, 29.37,
27.28, 23.18, 23.16.

Synthetic example 55

Synthesis of (R)-5,5',6,6,7,7’,8,8'-Octahydro-3,3’-bisphenyl-1,1'-binaphthyl phosphate (GD06)

[0177] The same procedure as that in the method of synthesizing GC02M was repeated to synthesize GD06 from
GDO05. By means of column chromatography, the obtained crude product was separated from the starting material
(dichloromethane as the solvent), and then was separated and purified with methanol to give GDO06 (formula (27) below,
1.18 mM, 75%).

[0]p2® -211.3(c0.99,CHCl5).

IR(CHCI3) 3009, 2939, 2862, 1603, 1501, 145, 1416, 1275, 1225, 1215, 1196, 1157, 1138, 1020, 955, 908, 858cm-L.
1H NMR(400MHz,CDClg) & = 7.40(d,4H,J=7.2Hz), 7.13-7.01(m,8H), 4.74(brs,1H), 2.89-2.64(m,6H), 2.37-2.30(m,2H),
1.79-1.59(m,2H).

31p NMR(400MHz,CDClg) & = 0.33.

13C NMR(100MHz,CDCl3) 6= 143.41, 143.29, 137.24, 137.05, 134.46, 131.53, 130.79, 129.37,127.97, 127.20, 126.88,
29.29, 27.92, 22.80, 22.69.

Anal. Calcd for: C,75.58; H,5.75. found: C,75.39; H,5.62.

Ph
0]
N @
5 ‘o
Ph

Synthetic example 56

Synthesis of (R)-5,5,6,6',7,7’,8,8’-Octahydro-2,2’-methoxymethylnaphthol (GD07)

[0178] GDO1 was subjected to the same procedure as that for GD04 to be methoxymethylated to give GDO7 (7.46
mM, quant.) (oil).

1H NMR(400MHz,CDCl;) & =  7.04(d,2H,J=8.7Hz),  6.98(d,2H,J=8.7Hz),  5.02(dd,2H,J=1.3,6.6Hz),
4.96(dd,2H,J=1.3,6.6Hz), 3.29(s,6H), 2.78-2.75(m,4H), 2.34-2.26(m,2H), 2.14-2.08(m,2H), 1.74-1.64(m,8H).

13C NMR(100MHz,CDCl;) 8=151.97, 136.61, 130.76, 128.69, 126.93, 112.58, 94.67, 55.64, 29.52, 27.37, 23.30, 23.20.

Synthetic example 57

Synthesis of (R)-2,2'-Dihydroxy-3,3’-bis(4-nitrophenyl)-5,5',6,6’,7,7',8,8'-octahydro-1,1'-dinaphthyl (GD09)

[0179] GDO07 (2.68 mM) and diethyl ether (50 mL) were put in a dried three-necked round bottom flask (200 mL) under
nitrogen atmosphere. n-Butyllithium (10.99 mM) was added dropwise with stirring at room temperature over 8 minutes.
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After 3 hours, thus prepared mixture was added dropwise to a solution of 2-isopropyloxy-4,4,5,5-tetramethyl-1,3,2-di-
oxaborolane (12.83 mM) and THF (18 mL), which had been prepared separately, with a cannuler over 24 minutes at
-78°C. The mixture was warmed to room temperature, and was stirred for 16 hours. After that, the reaction mixture was
filtered over celite, and the filtrate was concentrated. Thus obtained crude product was separated and purified by means
of column chromatography to give GD08 (0.6 g, 0.93 mM, 35%).

[a]p23 58.5(c1.02,CHCly).

IR(CHCI5) 2982, 2936, 1595, 1462, 1435, 1389, 1344, 1331, 1308, 1271, 1234, 1211, 1198, 1144, 1034, 991, 928,
856cm1 .

Rf=0.3(Hexane:Ethyl acetate=5:1)

1H NMR(400MHz,CDCly) & = 7.48(s,2H), 4.95(dd,2H,J=1.3,6.2Hz), 4.87(dd,2H,J=1.3,6.2Hz), 2.83-2.74(m,4H),
2.70(s,6H), 2.53-2.45(m,2H), 2.18-2.11 (m,2H), 1.72-1.60(m,8H), 1.32(s,24H).

13C NMR(100MHz,CDCl3) 8= 158.42, 141.46, 136.74, 132.35, 131.32, 100.46, 83.37, 55.76, 29.47, 28.03, 24.89, 24.69,
23.07, 22.98.

Anal. Calcd for: C,68.15; H,8.26. found: C,68.28; H,8.05.

[0180] From GDO08, (R)-2,2'-Dihydroxy-3,3'-bis(4-nitrophenyl)-5,5',6,6',7,7',8,8"-octahydro-1,1'-dinaphthyl (GD09, for-
mula (28) below, 1.0 g, 1.91 mM, 97%) was synthesized.

[0]p25 -170.1(c1.06,CHCl5).

IR(CHCI5) 3520, 3028, 2939, 2862, 1597, 1518, 1462, 1437, 1394, 1346, 1325,

1290, 1234, 1178, 1134, 1109, 856cm-1,

Rf=0.3(Hexane: Ethyl acetate=8:1)

IH NMR(400MHz,CDCl;) & = 8.29-8.26(m,4H), 7.81-7.79(m,4H), 7.23(s,2H), 4.92(s,2H), 2.83-2.82(m,4H),
2.42-2.36(m,2H), 2.30-2.24(m,2H), 1.80-1.76(m,8H).

13C NMR(100MHz,CDCl;) & = 148.21, 146.44, 144.57, 138.29, 132.03, 131.07, 129.85, 123.89, 123.30, 119.37, 29.28,
27.39, 22.94, 22.92.

Anal. Calcd for: C,71.63; H,5.26; N,5.22. found: C,71.53 ;H,5.29; N,5.01.

Ar

OH
(28)

OH

Ar 2

Synthetic example 58

Synthesis of (R)-3,3'-Bis(4-nitrophenyl)-5,5",6,6’,7,7',8,8'-octahydro-1,1’-dinaphthyl phosphate (GD10)

[0181] GDO09 was subjected to the same procedure as that in the method of synthesizing GC02 to synthesize GD10,
from which the raw material was removed by means of column chromatography. The obtained solid was dissolved in
methanol, and was purified by the reprecipitation in 6 N hydrochloric acid to give GD10 (formula (29) below, 0.4 g, 0.71
mM, 53%).

[0]p24 -238.5(c1.00,CHCl,).

IR(CHCI;) 2943, 2843, 1603, 1518, 1435, 1391, 1263, 1217, 1194, 1109, 1022, 955, 899, 854cm-1,

1H NMR(400MHz,CDl3) &= 8.09-8.08(m,4H), 7.64-7.58(m,4H), 7.21(s,2H), 2.93-2.88(m,4H), 2.75-2.72(m,2H),
2.47-2.43(m,2H), 1.80-1.82(m,8H).

31p NMR(400MHz,CDCl3) 6 = 1.16.

13C NMR(100MHz,CDCly) 6= 146.70, 143.13, 142.21, 142.10, 139.33, 136.20, 130.77, 130.05, 129.27, 126.79, 123.18,
29.34, 28.02, 22.55, 22.40.

Anal. Calcd for: C,64.21; H,4.55; N,4.68. found: C,64.49; H,4.76; N,4.71.
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Ar

O o (29)

4

= NO
Ar Ar —‘_< >—‘ 2

Synthesis of (R)-3,3’-Bis(4-trifluoromethylphenyl)-2,2’-dihydroxy-5,5',6,6',7,7'8,8'-octahydro-1,1'-dinaphthyl (GD11)

Synthetic example 59

[0182] The procedure of GD0O5 was repeated to give GD11 (0.9 g, 1.60 mM, 80%).

[0]p2° -39.7(c1.03,CHCly).

IR(CHCI3) 3522, 2937, 2862, 1618, 1464, 1439, 1396, 1325, 1292, 1236, 1169, 1132, 1111, 1069, 1020, 845cm-1.

1H NMR(400MHz,CDCl;) & = 7.73(d,4H,J=8.2Hz), 7.67(d,4H,J=8.2Hz), 7.19(s,2H), 4.88(s,2H), 2.83-2.80(m,4H),
2.43-2.35(m,2H), 2.29-2.22(m,2H), 1.79-1.73(m,8H).

13C NMR(100MHz,CDCly) & = 148.25, 141.56, 137.57, 132.05, 130.83, 129.52, 129.18, 128.87, 125.66, 125.15, 125.11,
124.81, 122.96, 119.63, 29.21, 27.22, 22.92, 22.90.

19F NMR(376MHz,CDCl3) & = 99.30(s).

Anal. Calcd for: C,70.10; H,4.84. found: C,70.36; H,4.89.

Synthetic example 60

Synthesis of (R)-3,3'-Bis(4-trifluoromethylphenyl)-5,5',6,6’,7,7',8,8'-octahydro-1,1'-dinaphthyl phosphate (GD12)

[0183] GD11 was subjected to the same procedure as that in method of synthesizing GC02 to synthesize GD12, and
then the starting material was separated by means of column chromatography. The obtained solid was dissolved in
methanol, and was purified by the reprecipitation in 6 N hydrochloric acid to give GD12 (formula (30) below, 0.5 g, 0.80
mM, 66%).

[0]p25 -171.5(c1.02,CHCl,).

IR(CHCI5) 2941, 2864, 1620, 1435, 1393, 1325, 1259, 1192, 1167, 1128, 1069, 1022, 957, 901, 845cm! .

1H NMR(400MHz,CDCl;) & = 7.54-7.46(m,8H), 7.13(s,2H), 2.87-2.86(m,4H), 2.67-2.64(m,2H), 2.39-2.34(m,2H),
1.85-1.80(m,6H), 1.68-1.60(m,2H).

31p NMR(400MHz,CDClg) 8= 2.30.

13Cc NMR(100MHz,CDCl3) 6 = 142.55, 140.43, 138.55, 135.89, 131.17, 130.26, 129.65, 129.34, 129.03, 126.79, 125.60,
124.98, 124.95, 122.89, 29.19, 27.83, 22.50, 22.34.

19F NMR(376MHz,CDCl3) & = 99.20(s).

Anal. Calcd for: C,63.36; H,4.22. found: C,63.61; H,4.09.

Ar

0
NP (30)

AN
o OH

Ar ?
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Example 1

Asymmetric synthesis by using a chiral Broensted acid catalyst GA0O4

[0184] M101 (0.15 mmol), GA04 (0.045 mmol) and Ethylbenzene (1 mL) were put in a two-necked round bottom flask
and stirred at -80°C. MKO01 (0.45 mmol) was added dropwise, and the reaction mixture was stirred at -80°C for 30.5
hours (Entry 1in Table 1 below). Entries 2-11 in Table 1 were also subjected to the similar procedure under the conditions
shown in Table 1.

[0185] After that, the reaction was quenched by the addition of a saturated aqueous sodium hydrogen carbonate
solution, and the mixture was warmed to room temperature. The reaction mixture was filtered over celite, and extracted
with ethyl acetate three times. The ethyl acetate layer was washed with a saturated aqueous sodium chloride solution,
and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered. The concentrated filtrate
was purified by means of preparative TLC (Hexane:AcOEt=3:1) to give Methyl 3-N-(2-hydroxyphenyl)amino-2,2-dime-
thyl-3-phenylpropionate (P01) represented by formula (31) below.

[0186] Here, in the case of Entries 4 and 5 in Table 1, 0.015 mmol of GA04 and 0.09 mmol of GAO4 were used,
respectively, relative to MI01 (0.15 mmol).

[0187] For each P01 obtained in respective Entries, Optical Purity (%ee) was determined by HPLC analysis. These
results are shown in Table 1.

Instrumental analysis data etc. of PO1

[0188] Rf=0.4(Hexane:AcOEt=3:1, developed twice).

1H-NMR(400MHz,CDCI3) &= 7.29-7.19(m,5H), 6.69-6.49(m,3H), 6.39-6.37(m,1H), 5.80(brs,1H), 4.93(brs,1H),
4.57(s,1H), 3.68(s,3H), 1.24(s,3H), 1.21 (s,3H).

13C-NMR(100MHz,CDCI3) 6=177.72, 144.26,138.97, 135.54, 128.34,127.92,127.41,121.02,117.92, 114.25,113.91,
64.58, 52.23, 47.35, 24.36, 20.01.

HPLC: tR=12.6min., tR=19.8min.

Daicel Chiralpack AD-H

Hexane/i-Propanol=5/1

UV = 244nm

Flow rate = 0.5ml/min.

OH
NH QO (31)
*
OCH3
(Table 1)

Entry | Solvent Temperature °C | Time hr | Yield% | %ee
1 Ethylbenzene -80 30.5 quant 31
2 Toluene -80 20 quant 27
3 Toluene -80 445 94 24
4 Toluene -80 46 68 27
5 Toluene -80 26 quant 29
6 Toluene 0 46.5 13 15
7 o-Xylene -20 46 58 26
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Table continued

Entry | Solvent Temperature °C | Time hr | Yield% | %ee
8 Mesitylene -40 47 86 39
9 Hexane -80 20 20 4
10 Diethyl ether -80 48 34 6
11 Ethanol -80 17.5 quant 2

Example 2

Asymmetric synthesis bv using a chiral Broensted acid catalyst GA11

[0189] The procedure of Example 1 was repeated except that GA04 was changed to GA11. The result is shown in

Table 2.
(Table 2)
Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 Mesitylene -40 48 4 9
2 CH,Cl, -80 375 19 1
Example 3

Asymmetric synthesis by using a chiral Broensted acid catalyst GA15

[0190] The procedure of Example 1 was repeated except that GAO4 was changed to GA15. The result is shown in

Table 3.
(Table 3)
Entry | Solvent Temperature °C | Time hr | Yield% | %ee
1 THF -80 41 51 46
2 Et,O -80 27 30 46
3 i-Propylbenzene -80 34.5 29 54
4 Ethylbenzene -80 34.5 91 58
5 Toluene -80 26.5 quant 60
6 Toluene -80 40.5 70 52
7 Mesitylene -40 10 95 19
8 Mesitylene +MS 4A -40 45 57 62
9 CH,Cl, -80 8.5 quant 8
Example 4

Asymmetric synthesis by using a chiral Broensted acid catalyst GA19

[0191] The procedure of Example 1 was repeated except that GA04 was changed to GA19. The result is shown in

Table 4.
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(Table 4)
Entry | Solvent Temperature °C | Time hr | Yield% | %ee
1 CH,Cl, -78 3 quant 5
2 Diethyl ether -78 51 21 2
3 Methanol -78 18.5 quant 2
4 i-Propylbenzene -78 43 40 28
5 Ethylbenzene -78 39 91 46
6 Toluene -80 40.5 quant 56
7 m-Xylene -40 46.5 40 10
8 Mesitylene -40 43 56 15

Example 5

Asymmetric synthesis by using a chiral Broensted acid catalyst GA29

[0192] The procedure of Example 1 was repeated except that GA04 was changed to GA29. The result is shown in
Table 5.

(Table 5)

Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 Ethylbenzene -78 43.5 69 33
2 Toluene -80 51 83 35
3 Mesitylene -40 26 96 29
4 Anisole -35 46 66 12

Example 6

Asymmetric synthesis by using a chiral Broensted acid catalyst GA38

[0193] The procedure of Example 1 was repeated except that GAO4 was changed to GA38. The result is shown in
Table 6.

(Table 6)
Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 Ethylbenzene -78 a7 80 3
2 Toluene -78 59 81 2

Example 7

Asymmetric synthesis by using a chiral Broensted acid catalyst GA0O4

[0194] MIO1 (0.15 mmol), GA04 (0.045 mmol) and Ethylbenzene (1 mL) were put in a two-necked round bottom flask,
was cooled to -40°C, and stirred. MK03 (0.474 mmol) was added dropwise, and the reaction mixture was stirred at -40°C
for 17 hours. The mixture was stirred for additional 11 hours at room temperature. Then, the reaction was quenched by
the addition of a saturated aqueous sodium hydrogen carbonate solution. The reaction mixture was filtered over celite,
and was then extracted with ethyl acetate three times. The ethyl acetate layer was washed with a saturated aqueous
sodium chloride solution and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered.
The concentrated filtrate was purified by means of preparative TLC (Hexane:AcOEt=3:1) to give i-Propyl 3-N-(2-hydrox-
yphenyl)amino-2,2-dimethyl-3-phenylpropionate (P03).
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[0195] The yield was 8%. The Optical Purity was 33 %ee.

Rf=0.3(Hexane:AcOEt=2:1)

1H-NMR(400MHz,CDCl;) 6= 7.31-7.20(m,5H), 6.68-6.66(d,1H,J=7.7Hz), 6.63-6.59(t,1 H,J=7.7Hz), 6.54-6.50(d,1
H,J=7.7Hz), 6.39-6.37(m,1 H,J=7.7Hz), 5.19(brs,1H), 5.06-5.89(qq,1 H,J=7.1,6.2Hz), 4.91 (brs,1H), 4.53(s,1 H),
1.24-1.22(d,3H,J=7.1 Hz), 1.22(s,3H), 1.17(s,3H), 1.16-1.15(d,3H,J=6.2Hz).

HPLC:tR=12.3min.,tR=18.0min.

Daicel Chiralpack AD-H

Hexane/i-PrOH=9/1

uv=244nm

Flow rate=0.5ml/min.

Example 8

Asymmetric synthesis by using a chiral Broensted acid catalyst GB15

[0196] MIO1 (0.15 mmol), GB15 (0.045 mmol) and i-Propylbenzene (1 mL) were put in a two-necked round bottom
flask and stirred at -78°C. MKO1 (0.471 mmol) was added dropwise, and the reaction mixture was stirred at -78°C for
48 hours (Entry 1 in Table 7 below). Entries 2-4 in Table 7 were also subjected to the similar procedure under the
conditions shown in Table 7.

[0197] After that, the reaction was quenched by the addition of a saturated aqueous sodium hydrogen carbonate
solution, and the mixture was warmed to room temperature. The reaction mixture was filtered over celite, and extracted
with ethyl acetate three times. The ethyl acetate layer was washed with a saturated aqueous sodium chloride solution,
and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered. The concentrated filtrate
was purified by means of preparative TLC (Hexane:AcOEt=3:1) to give PO1.

[0198] For each P01 obtained in respective Entries, Optical Purity (%ee) was determined by HPLC analysis. These
results are shown in Table 7.

(Table 7)

Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 i-Propylbenzene -78 48 34 35
2 Toluene -80 48 36 32
3 Mesitylene -40 31 54 13
4 Ethylbenzene -80 48 31 31

Example 9

Asymmetric synthesis by using a chiral Broensted acid catalyst GC02

[0199] MIO1 (0.15 mmol), GCO2 (0.045 mmol) and Toluene (1 mL) were put in a two-necked round bottom flask and
stirred at -78°C. MKO1 (0.45 mmol) was added dropwise, and the reaction mixture was stirred at -78°C for 4 hours
(disappearance of MI01 was checked by means of TLC, Entry 1 in Table 8). Entries 2-7 were also subjected to the same
procedure under the conditions shown in Table 8.

[0200] After that, the reaction was quenched by the addition of a saturated aqueous sodium hydrogen carbonate
solution, and the mixture was warmed to room temperature. The reaction mixture was filtered over celite and extracted
with ethyl acetate three times. The ethyl acetate layer was washed with 1 M hydrochloric acid and a saturated aqueous
sodium chloride solution, and dehydrated over anhydrous sodium sulfate. After the dehydration, the extract was filtered.
The concentrated filtrate was purified by means of preparative TLC (Hexane:AcOEt=3:1) to give Methyl 3-N-(2-hydrox-
yphenyl)amino-2,2-dimethyl-3-phenylpropionate (P01).

[0201] For each P01 obtained in respective Entries, Optical Purity(%ee) was determined by HPLC analysis. These
results are shown in Table 8.

(Table 8)
Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 Toluene -78 4 96 87
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Table continued

Entry | Solvent Temperature °C | Time hr | Yield % | %ee
2 Ethylbenzene -78 4.5 100 83
3 Mesitylene -78 1 100 77
4 Diethylether -78 26 98 30
5 CH,ClI, -78 1 100 13
6 Toluene -40 4 100 81
7 Toluene 0 4 67 73

Example 10

Asymmetric synthesis by using a chiral Broensted acid catalyst GC02

[0202] The procedure of Example 9 was repeated except that the ratio of GC02 to MI0O1 was changed (in this connection,
the condition for Entry 1 was the same as that for Entry 1 in Example 9). The results are shown in Table 9.

(Table 9)
Entry | Solvent MIO1 (mmol) | GCO02 (mmol) | Time | Yield %ee
1 Toluene 0.15 0.045 4hr 96% 87
2 Toluene 0.15 0.015 7hr 100% 89
3 Toluene 0.15 0.0075 20hr | 100% 83

Example 11

Asymmetric synthesis by using a chiral Broensted acid catalyst GC06

[0203] The procedure of Example 9 was repeated except that GA02 was changed to GAO6. The used solvents, reaction
temperatures, and results (%ee) are shown in Table 10.
(Table 10)
Entry | Solvent Temperature °C | Time hr | Yield % | %ee
1 Toluene -78 46.5 58 45
2 Ethylbenzene -78 44.5 61 45
3 Mesitylene -40 23 929 62

Example 12

Asymmetric synthesis by using GC08, GC09 or GB15

[0204] M101 (0.16 mM), GCO08 (0.016 mM) as a chiral Broensted acid catalyst, and toluene (1 mL) were put, in this
order, in a dried two-necked round bottom flask (10 mL) under nitrogen atmosphere and stirred at -78°C for 10 minutes.
MKO1 (0.24 mM) was added dropwise over 3 minutes. After checking disappearance of MIO1 by means of TLC, a
saturated aqueous sodium hydrogen carbonate solution and a saturated aqueous potassium fluoride solution were
added dropwise over 3 minutes, and the mixture was stirred until it was warmed to room temperature to quench the
reaction. The reaction mixture was filtered over celite, and extracted with ethyl acetate three times. The combined ethyl
acetate extracts was washed sequentially with 1 N hydrochloric acid and brine, and dried over anhydrous sodium sulfate.
After the drying, the extract was filtered. The concentrated filtrate was separated and purified by means of p-TLC to give
a Mannich adduct (P01). Optical purity thereof was determined by means of high-performance mixture chromatography.
[0205] GCO09 or GB15 was also used for conducting similar asymmetric synthesis. These results are listed in Table 11.
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(Table 11)
Chiral Broensted acid | Reaction time hr | Yield % | %ee
GCo8 17 79 47
GCO09 2 quant. 66
GC11 42 6 7
GB15 45.5 99 52

Example 13

Asymmetric synthesis by using GD02, GD06, GD10 or GD12

[0206] The asymmetric synthesis procedure of Example 12 was repeated except that GA08 was changed to GA02.
Also, GD06, GD10 or GD12 was used for conducting similar asymmetric synthesis. These results are shown in Table 12.

(Table 12)
Chiral Broensted acid | Reaction time hr | Yield % | %ee
GDO02 225 quant. 16
GDO06 46 83 48
GD10 44 quant. 81
GD12 46.5 84 68

Example 14

Asymmetric synthesis by using GC02: investigation of imine compounds

[0207] A Mannich adduct was asymmetrically synthesized from one of imine compounds (formula (32) below) shown
in Table 13 and MKO1 using GCO2 as a catalyst. The result is shown in Table 13. Here, conditions for the asymmetric
synthesis were the same as those shown in Example 12.

(Table 13)

Entry | Imine compound R= | Reaction time hr | Yield % | %ee | Synthesized compound
1 Ph 13 98 89 4aa
2 4-FCgH, 10 quant. 85 4ga
3 4-CICgH, 24 quant. 80 4ha
4 4-BrCgH, 35 quant. 76 dia
5 4-NO,CgH,4 46 40 78 4ja
6 1-naphthyl 31 92 39 4ka
7 2-MeCgH, 42 84 51 4la
8 4-MeCgH, 35 quant. 89 4ma
9 4-MeOCgH, 46.5 86 75 4na
10 2-Furyl 5 88 75 40a
11 2-Thienyl 48 72 69 4pa
12 PHCH=CH 34 98 80 4ga
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Compound of Entry 1 (4aa)
[a]p2® 0.2(c1.03,CHCly).
Rf=0.4(Hexane:Ethyl acetate=3:1)

1H NMR(400MHz,CDCl,) 3= 7.29-7.19(m,5H), 6.69-6.49(m,3H), 6.39-6.37(m,1H), 5.80(brs,1H), 4.93(brs,1H),

4.57(s,1H), 3.68(s,3H), 1.24(s,3H), 1.21 (s,3H).

13C NMR(100MHz,CDCl3) & = 177.7, 144.3, 139.0, 135.5, 128.3, 127.9, 127.4, 121.0, 117.9, 114.3, 113.9, 64.6,

52.2,47.4,24.4, 20.0.

(32)

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=11.1 min(3R), tR=16.0min(3S).

Hereinafter, respective structures of compounds of Entries 2-12 were determined in the same way.

Compound of Entry 2 (4ga)

[0]p24 -15.4(c1.06,CHCI5).

19F NMR(400MHz,CDCl3)5=-46.52.

MS m/z 317(M"), 217, 216, 215, 214, 120, 109.

Anal. Calcd for: C,68.12; H,6.35; N,4.41. found: C,68.04; H,6.50; N,4.40.
HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=10.5min(3R), tR=14.9min(3S).
Compound of Entry 3 (4ha)
[0]p2° -7.8(c0.99,CHCI,).
Rf=0.3(Hexane:Ethyl acetate=3:1)

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=10.2min(3R), tR=15.7min(3S).
Compound of Entry 4 (4ia)

[0]p20 9.0(c1.15,CHCly). oil.
Rf=0.4(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,57.15; H,5.33; N,3.70. found: C,57.37; H,5.08; N,3.32.
HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=18.6min(3S), tR=22.0min(3R).
Compound of Entry 5 (4ia)
[0]p2422.9(c0.53,CHClI3), amorphous.
Rf=0.2(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,62.78; H,5.85; N,8.13. found: C,62.75; H,5.97; N,7.97.
HPLC: Daicel Chiralpak OD-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=38.2min(3S), tR=42.3min(3R).
Compound of Entry 6 (4ka)

[0]p2° -90.5(c1.07,CHCl5).
Rf=0.3(Hexane:Ethyl acetate=3:1)

HPLC: Daicel Chiralpak OD-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=18.6min(3S),tR=22.0min(3R).
Compound of Entry 7 (41a)
Rf=0.3(Hexane:Ethyl acetate=3:1)

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.5ml/min, UV = 244nm,

tR=11.5min(3R), tR=18.8min(3S).
Compound of Entry 8 (4ma)
[0]p2* 16.2(c0.99,CHCIy). oil.

Anal. Calcd for: C,72.82; H,7.40; N,4.47. found: C,72.98; H,7.54; N,4.53.
HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate 0.6ml/min, UV = 244nm,
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tR=8.3min(3R), tR=13.6 min(3S).

Compound of Entry 9 (4na)

[0]p24 8.9(c0.99,CHCIy). Oil.

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,69.28; H,7.04; N,4.25. found: C,69.42; H,6.92; N,4.23.

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.7ml/min, UV = 244nm,

tR=8.9min(3R), tR=16.8min(3S).

Compound of Entry 10 (40a)

[0]p24 -52.2(c0.92,CHCLg). amorphous.

Rf=0.4(Hexane:Ethyl acetate=5:1)

Anal. Calcd for: C,66.42; H,6.62; N,4.84. found: C,66.66; H,6.52; N,4.91.

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=22.9min(3R), tR=26.7min(3S).

Compound of Entry 11 (4pa)

[0]p24 -12.5(c1.06,CHCI3). amorphous.

Rf=0.4(Hexane: Ethyl acetate=3:1)

Anal. Calcd for: C,62.93; H,6.27; N,4.59; S,10.50. found: C,62.96; H,6.39; N,4.51; S,10.66.
HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 10/1, Flow rate = 0.5ml/min, UV=244nm,

tR=20.1min(3R), tR=23.9min(3S).

Compound of Entry 12 (4qa)

[0]p20 102.1 (c0.95,CHCI3). amorphous.

Anal. Calcd for: C,73.82; H,7.12; N,4.30. found: C,73.95; H,7.27; N,4.09.

HPLC: Daicel Chiralpak AS-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=20.7 min(3S), tR=24.6 min(3R).

Example 15

Investigation of nucleophilic agents in asymmetric Mannich reactions

[0208] One of nucleophilic agents (formula (33) below) shown in Table 14 and MIO1 were used to conduct asymmetric
synthesis of a Mannich adduct, using GC02 as a catalyst. The result is shown in Table 14. Here, conditions for the
asymmetric synthesis were the same as those shown in Example 12.

(Table 14)
Ry R, Rs R, Reaction Reaction time | Yield % | %ee | Synthesized

temperature compound
1 Me Me | TMS | OMe -78°C 13 98 89 4aa
2 Me | Me | TMS | OEt -78°C 23 guant. 79 4ab
3 Me | Me | TMS | OiPr -78°C 30 26 39 4ac
4 Me | Me | TBS | OMe -78°C 23 45 76 4aa
5 TBS | OMe -40°C 225 29 62 4ae
6 TMS | SEt -78°C 46 97 45 4ag

R OR;

1):< (33)

R, Ry

Compound of Entry 5 (4ae)

Rf=g ,(Hexane:Ethyl acetate=3:1)

HPLC: Daicel Chiralpak AS-H, Hexane/i-PrOH = 10/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=39.4min(3R), tR=44.1min(3S).
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Compound of Entry 6 (4ag)

Rf=0.3(Hexane:Ethyl acetate=5:1)

HPLC: Daicel Chiralpak AS-H, Hexane/i-PrOH = 9/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=23.4min(3R), tR=29.7min(3S).

Example 16

Investigation of diastereo-selective Mannich reactions: investigation of nucleophilic agents

[0209] One of nucleophilic agents (formula (34) below) shown in Table 15 and MIO1 were used to conduct synthesis
of respective diastereo-selective Mannich adducts (formulae (35) and (36) below) using GC02 as a catalyst. The result
is shown in Table 15. Here, conditions for the asymmetric synthesis were the same as those shown in Example 12. As
for the nucleophilic agent, one having E/Z=87/13 was used in Entry 1, one having E/Z=91/9 was used in Entries 2 and
3, and one having E/Z=96/4 was used in Entry 4.

(Table 15)
Entry | Rg Re Reation time | Yield % | syn/anti | %ee (syn/anti) | Synthesized compound
1 Me Et 17 quant. 87/13 96/- 4ai
2 Bn Et 19 quant. 93/7 91/- 4aj
3 TPSO | Me 6 79 100/0 91/- 4ak
4 TBSO | Me 1 96 94/6 85/59 4al

Compound of Entry 1 (4ai, svn/anti=87/13)

Rf=0.2(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,72.22; H,7.02; N,4.68. found: C,72.37; H,7.29; N,4.56.

HPLC: Daicel Chiralpak AS-H, Hexane/i-PrOH = 30/1, Flow rate = 0.55ml/min, UV = 244nm,
tR=48.3min(2S,3R), tR=56.7min(2R,3S).

Compound of Entry 2 (4aj, syn/anti=93/7)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,76.77; H,6.71; N,3.73. found:C,76.54; H,6.64; N,3.79.

HPLC: Daicel Chiralpak AS-H, Hexane/i-PrOH = 30/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=54.9min(2S,3R), tR=64.4min(2R,3S).

Compound of Entry 3 (4ak, syn/anti=100/0)

[a]p2° 27.8(c1.03,CHCI;)(91%ee).

amorphous.

Anal. Calcd for: C,74.83; H,5.73; N,2.57. found: C,74.54; H,5.61; N,2.37.

HPLC: Daicel Chiralpak AS-H, Hexane/EtOH = 50/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=37.8min(2S,3R), tR=42.9min(2R,3S).

Compound of Entry 4 (4al, syn/anti=94/6)

Rf=0.4(Hexane:Ethyl acetate=3:1)
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Anal. Calcd for: C,65.80; H,7.78; N,3.49. found: C,65.96; H,7.49; N,3.34.

HPLC: Daicel Chiralpak AD-H, Hexane/EtOH = 25/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=11.1 min(2S,3R), tR=17.4min(2R,3S).

Example 17

Investigation of diastereo-selective Mannich reactions: investigation of imine compounds

[0210] One of imine compounds (formula (32) above) shown in Table 16 and one of nucleophilic agents (formula (37)
below) were used to conduct synthesis of respective diastereo-selective Mannich adducts (formula (38) and formula
(39) below) using GCO02 as a catalyst. The result is shown in Table 16. Here, conditions for the asymmetric synthesis
were the same as those shown in Example 12. As for the nucleophilic agent, one having E/Z=87/13 was used in Entries
1-7, one having E/Z=87/13 was used in Entries 8-11, one having E/Z=91/9 was used in Entry 12, and one having E/Z=96/4
was used in Entries 13-14.

(Table 16)
Entry | R Rg Re Reaction time | Yield % | syn/anti | %ee (syn/anti) | Synthesized
compound
1 Ph Me Et 17 guant. 87/13 96/- 4ai
2 4-FCgH, Me Et 35 quant. 91/9 84/36 4gi
3 4-CICgH, Me Et 7 quant. 86/14 83/14 4hi
4 4-MeCgH, Me Et 22 quant. 94/6 81/35 4mi
5 4-MeOCgH, | Me Et 24 quant. 92/8 88/38 4ni
6 2-Thienyl Me Et 41 85 94/6 88/3 4pi
7 PhCH=CH Me Et 37 91 95/5 90/49 4qi
8 Ph Bn Et 19 guant. 93/7 91/- 4aj
9 4-MeOCgH, | Bn Et 435 92 93/7 87/23 4nj
10 | 4-FCgH, Bn Et 10 98 87/13 81/20 4gj
11 PhCH=CH Bn Et 46.5 65 95/5 90/15 4qj
12 Ph TPSO | Me 6 79 100/0 91 /- 4dak
13 4-MeOCgH, | TPSO | Me 46 98 100/0 84/- 4nk
14 PhCH=CH TPSO | Me 46 86 100/0 91/- 4qgk
OTMS
Rs R )
OH OH
NH O NH O
R/\E)kORs Rﬁ)LOR6
Rs (38) Rs (39)

Compound of Entry 2 (4gi, svn/anti=91/9)
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Rf=0.3(Hexane: Ethyl acetate=3:1)

19F NMR(376MHz,CDCl3) & = 46.74(s,anti),46.29(s,syn).

Anal. Calcd for: C,68.12; H,6.35; N,4.41. found: C,67.90; H,6.35; N,4.31.

HPLC: Daicel Chiralcel OJ-H, Hexane/i-PrOH = 9/1, Flow rate = 0.7ml/min, UV = 244nm,
tR=43.2min(2S,3R), tR=56.2min(2R,3S).

Compound of Entry 3 (4hi, syn/anti=86/14)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,64.77; H,6.04; N,4.20. found: C,64.56; H,5.81; N,4.19.

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 30/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=62.4min(2S,3R), tR=73.8min(2R,3S).

Compound of Entry 4 (4mi, syn/anti=94/6)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,72.82; H,7.40; N,4.47. found: C,72.75; H,7.75; N,4.35.

HPLC: Daicel Chiralpak AD-H, Hexane/EtOH = 40/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=46.4min(2S,3R), tR=56.2min(2R,3S).

Compound of Entry 5 (4ni, syn/anti=92/8)

Rf=0.2(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,69.28; H,7.04; N,4.25. found: C,69.11; H,6.73; N,4.09.

HPLC: Daicel Chiralcel OJ-H, Hexane/EtOH = 5/1, Flow rate = 0.8ml/min, UV = 244nm,
tR=22.4min(2S,3R), tR=29.8min(2R,3S).

Compound of Entry 6 (4pi, syn/anti=94/6)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,62.93; H,6.27; N,4.59; S,10.50. found: C,62.55; H,6.49; N,4.25; S,10.39.
HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 40/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=69.7min(2S,3R), tR=80.7min(2R,3S).

Compound of Entry 7 (4qi, syn/anti=95/5)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,73.82; H,7.12; N,4.30. found: C,73.43; H,6.97; N,4.15.

HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 15/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=29.3min(2S,3R), tR=33.5min(2R,3S).

Compound of Entry 9 (4nj, syn/anti=93/7)

Rf=0.3(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,74.05; H,6.71; N,3.45. found: C,74.22; H,6.87; N,3.25.

HPLC: Daicel Chiralpak AD-H, Hexane/i-PrOH = 5/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=21.7min(2S,3R), tR=34.7min(2R,3S).

Compound of Entry 10 (4gj, syn/anti=87/13)

Rf=0.2(Hexane:Ethyl acetate=5:1)

Anal. Calcd for: C,73.26; H,6.15; N,3.56. found: C,73.31; H,6.52; N,3.30.

HPLC: Daicel Chiralpak AD-H, Hexane/EtOH = 10/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=23.4min(2S,3R), tR=27.0min(2R,3S).

Compound of Entry 11 (4qi, syn/anti=95/5)

Rf=0.4(Hexane:Ethyl acetate=3:1)

Anal. Calcd for: C,77.78; H,6.78; N,3.49. found: C,77.66; H,6.56; N,3.19.

HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 30/1, Flow rate = 1.0ml/min, UV = 244nm,
tR=30.6min(2S,3R), tR=58.2min(2R,3S).

Compound of Entry 13 (4nk, syn/anti=100/0)

[0]p2® 12.1(c0.91,CHClI4,84%ee). oil.

Rf=0.2(Hexane:Ethyl acetate=5:1)

Anal. Calcd for: C,73.02; H,5.78; N,2.43. found: C,73.29; H,5.76; N,2.33.

HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 20/1, Flow rate = 0.5ml/min, UV = 244nm,
tR=20.8min(2R,3S), tR=23.7min(2S,3R).

Example 18

Asymmetric hydrophosphorylation reaction

[0211] 0.118 mM of one of imine compounds represented by formula (40) below (a group for Ar is shown in Table 17,
for example, N-2-nitrobenzylidene4-methoxyaniline was used in Entry 1), GC11 (0.035 mM) as a chiral Broensted acid
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catalyst, and toluene (1 mL) were put in a dried two-necked round bottom flask (10 mL) under nitrogen atmosphere and
stirred at room temperature for 10 minutes. After that, diisopropylphosphite (0.173 mM) was added dropwise, and the
reaction mixture was stirred for 24 hours. The reaction was quenched by the addition of a saturated aqueous sodium
hydrogen carbonate solution. The reaction mixture was extracted with ethyl acetate three times. The extract was washed
with a saturated salt solution, and dried over anhydrous sodium sulfate. After the drying, the extract was filtered. The
filtrate was concentrated under areduced pressure, which was separated and purified by means of p-TLC (n-hexane:ethyl
acetate) to give the compound represented by formula (41) (Entry 1: n-hexane:ethyl acetate=1:1, Rf=0.3; 35.6 mg, 0.085
mM, yield: 72%, 77%ee). Optical purity thereof was determined by means of high-performance mixture chromatography.

These results are shown in Table 17.
/©/OCH3
N

P

Ar (40)
/@OCH3
HN
-0
Ar PC
v O—:
0 ~iPr
iPr (41)
(Table 17)
Entry | Imine compound Ar= | Reaction time hr | Yield % | %ee | Synthesized compound

1 2-NO,CgH, 24 72 77 PPO1

2 4-FCgH, 24 80 50 PP02

3 Ph 24 90 56 PPO3

4 1-Furyl-CH=CH 24 44 70 PPO4

5 1-Furyl 24 79 61 PPO5

6 2-MeCgH, 24 78 69 PP06

7 2-MeOCgH, 24 <97 60 PPO7

8 CgHs-CH=CH 24 49 80 PP08

9 4-MeCgH, 24 69 51 PP09
Compound of Entry 1 (PP01)
IH NMR(400MHz,CDCl;) & = 7.98(d,1H,J=7.50Hz), 7.71 (d,1 H,J=4.94Hz), 7.54(t,1H,J=7.0Hz),
7.40(d,1H,J=8.24Hz), 6.73(d,2H,J=8.78Hz), 6.62(d,2H,J=8.60Hz), 6.05(dd,1H,J=8.78,17.39Hz),

4.70-4.75(m,2H),4.52-4.57(m,1 H), 3.69(s,3H), 1.31 (d,3H,J=6.22Hz), 1.27(d,3H,J=6.22Hz), 1.22(d,3H,J=6.04Hz),
0.90(d,3H,J=6.22Hz).

HPLC: Daicel Chiralcel OD-H, Hexane/i-PrOH = 60/1, Flow rate = 0.3ml/min, UV = 254nm,

tR=47.8min(major), tR=52.2min(minor).

Compound of Entry 2 (PP02)

1H NMR(400MHz,CDCl;) & = 7.40-7.44(m,2H), 7.00(t,2H,J=8.60Hz), 6.69(d,J=8.78Hz), 6.51 (d,J=8.78Hz),
4.46-4.71 (m,4H), 3.68(s,3H), 1.31 (d,3H,J=6.22Hz), 1.27(d,3H,J=6.04Hz), 1.22(d,3H,J=6.22Hz),
0.98(d,3H,J=6.22Hz).
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Compound of Entry 3 (PP03)

1H NMR(400MHz,CDCb) & = 7.43-7.46(m,2H), 7.30(t,2H,J=7.64Hz), 7.24(t1 H,J=2.01,5.67Hz),
6.78(dt,2H,J=2.38,4.39Hz), 6.53(dt,2H,J=2.38,4.39Hz),4.43-4.71 (m,4H), 3.68(s,3H), 1.31 (d,2H,J=6.22Hz),
1.25(d,2H,J=6.04Hz), 1.22(d,2H,J=6.22Hz), 0.92(d,2H,J=6.22Hz).

Compound of Entry 4 (PP04)

1H NMR(400MHz,CDClg) 57.31 (s,1 H), 6.75(d,2H,J=8.78Hz), 6.62(d,2H,J=8.78Hz), 6.49(dd,1H,J=5.03,10.98Hz),
6.34(s,1H), 6.18-6.25(m,2H), 4.70-4.76(m,2H), 4.26(dt,J=6.96,13.18Hz), 4.01(tJ=8.42Hz), 3.74(s,3H),
1.33-1.35(m,6H), 1.28(d,3H,J=6.04Hz), 1.25(d,3H,J=6.22Hz).

Compound of Entry 5 (PP05)

1H NMR(400MHz,CDCl3) o= 7.36(d,1H,J=0.73Hz), 6.73(d,2H,J=2.20Hz), 6.72(d,2H,J=2.38Hz),
6.34(t,2H,J=3.11,3.29Hz), 4.68-6.80(m,2H), 4.55-4.60(dd,1 H,J=6.22,7.14Hz), 4.26(t,1H,J=7.14Hz), 3.71 (s,3H),
1.34(d,3H,J=6.22Hz), 1.30(d,3H,J=6.22Hz), 1.27(d,3H,J=6.22Hz), 1.07(d,3H,J=6.04Hz).

Compound of Entry 6 (PP06)

1H NMR(400MHz,CDCly) & = 7.47(d,1H,J=2.38Hz), 7.09-7.15(m,3H), 6.65-6.81(m,2H), 6.45-6.49(m,2H),
4.84(dd,1H,J=7.32,16.84Hz), 4.68-4.75(m,1H), 4.59(t,1 H,J=8.24,7.87Hz), 4.34-4.41 (m,1H), 3.67(s,3H),
2.49(s,3H), 1.32(d,3H,J=6.04Hz), 1.26(dd,6H,J=6.22,3.66Hz), 0.79(d,3H,J=6.22Hz).

Compound of Entry 7 (PP07)

1H NMR(400MHz,CDCl3) & = 7.44(dt,1H,J=2.47,1.50,3.66Hz), 7.20(t,1H,J=8.24,5.49Hz), 6.90(t,1H,J=7.60Hz),
6.87(d,1H,J=8.42Hz), 6.66(d,2H,J=6.59Hz), 6.56(d,2H,J=6.77Hz), 5.25(dd,1H,J=9.52,9.15Hz), 4.75-4.80(m,1H),
4.75(t,1H,J=8.97Hz), 4.35-4.40(m,1H), 3.90(s,3H), 3.67(s,3H), 1.32(d,3H,J=6.22Hz), 1.27(d,3H,J=6.22Hz),
1.20(d,3H,J=6.22Hz), 0.80(d,3H,J=6.22H2).

Compound of Entry 8 (PP08)

1H NMR(400MHz,CDCl) & = 7.33(d,2H,J=7.69Hz), 7.28(d,2H,J=7.69Hz), 7.20(dd,1 H,J=7.32,6.77Hz),
6.73(d,2H,J=8.97Hz), 6.63(d,2H,J=8.78Hz), 6.25(dd,1H,J=4.94,6.04,5.12Hz), 4.71-4.79(m,1H),
4.29(ddd,1H,J=6.8,8.8,12.4Hz), 4.01(dd,1H,J=8.60,8.05Hz), 3.73(s,3H), 1.34(d,6H,J=6.22Hz), 1.22-1.27(m,6H).
Compound of Entry 9 (PP09)

1H NMR(400MHz,CDCl;) 6 = 7.32(dd,2H,J=2.19,6.04Hz), 7.10(d,2H,J=8.05Hz), 6.67(dd,2H,J=2.19,4.39Hz),
6.53(dd,2H,J=2.19,4.57Hz), 6.89(m,1H), 4.44-4.61 (m,3H), 3.07(s,3H), 2.30(s,3H), 1.31(d,3H,J=6.22Hz),
1.26(d,3H,J=6.04Hz), 1.23(d,3H,J=6.22Hz), 0.95(d,3H,J=6.22Hz).

Example 19

Asymmetric aza Diels-Alder reaction: investigation of solvent

[0212] MIO1 (0.15 mM), GC11 (0.1 eq.) and one of solvents shown in Table 18 (1.0 mL) were put in a dried two-necked
round bottom flask (10 mL) under nitrogen atmosphere and stirred at -78°C for 10 minutes. 1-Methoxy-3-trimetylsi-
loxy-1,3-butadiene (Danishefsky'diene, 0.3 mM) was added dropwise over 2 minutes. After checking decrease in color
of MIO1 (detected with 2,4-dinitrophenylhydrazine) by means of TLC, a saturated aqueous sodium hydrogen carbonate
solution and a saturated aqueous potassium fluoride solution was added dropwise thereto in this order. Then, the mixture
was stirred for additional 30 minutes at room temperature. After that, the reaction mixture was filtered over celite. Then,
the filtrate was extracted with dichloromethane three times. The organic layer was washed with 1 N hydrochloric acid
and a saturated salt solution followed by drying over anhydrous sodium sulfate. After the drying, the crude liquid obtained
by concentrating the filtrate was purified by means of p-TLC to give 1-(2-hydroxyphenyl)-2-phenyl-1,2,3,4-tetrahydro-
pyridin-4-one (PDAO1).

[0213] The result obtained for each solvent is shown in Table 18.

Rf=0.3(silica gel, chloroform/isopropanol=19/1)

IH NMR(400MHz,CDCl;) &= 9.50(brs,1H), 7.43(d,1H,J=7.6Hz), 7.26-6.66(m,9H), 5.30(dd,1H,J=6.7,7.1 Hz),
5.24(d,1H,J=7.6Hz), 3.25(dd,1H,J=7.1,17.0Hz), 2.87(dd,1H,J=6.7,17.0Hz).

HPLC: Daicel Chiralpack AD-H, n-hexane/ethanol = 10/1, flow rate = 0.5ml/min

tR=28.6min(R), tR=33.8min(S)

[0214] The absolute configuration of R-form and S-form was determined by comparing with literature values after
inducing PDAO01 to 1-(2-benzoloxyphenyl)-2-phenyl-1,2,3,4-tetrahydropyridin-4-one.
1-(3-methoxyphenyl)-2-phenyl-1,2,3,4-tetrahydropyridin-4-one

Rf=0.3(silica gel, n-hexane/ethyl acetate=1/2)

1H NMR(400MHz, CDCl;) &= 7.68(dd,1H,J=7.9Hz,1.1Hz), 7.34-7.18(m,6H), 6.66-6.54(m,3H), 5.29-5.26(m,2H),
3.73(s,3H), 3.30(dd,1H,J=16.4Hz,7.1Hz), 2.78(ddd,1H,J=16.4Hz,2.9Hz,1.1Hz).

HPLC: Daicel Chiralpack AD-H, n-hexane/ethanol = 10/1, flow rate = 0.5ml/min

tR=36.5min(R), tR=42.3min
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(Table 18)

Entry | Solvent Temperature °C | Yield % | %ee
1 Toluene -78 32 42(S)
2 Ethylbenzene -78 62 42(S)
3 Mesitylene -40 <99 49(S)
4 Diethylether -78 33 18(R)
5 Dichloromethane -78 63 41 (R)
6 Nitromethane -25 <99 26(R)
7 Methanol -78 91 11 (R)
8 DMF -58 <72 8(R)

Example 20

Asymmetric aza Diels-Alder reaction: investigation of imine compound

[0215] The procedure of Example 19 was repeated to give a chiral compound represented by formula (43) except that
the conditions was changed to an imine compound in which one of Ar in Table 19 is bonded in formula (42) below (for
example, in the case of Entry 1, a 2-hydroxyphenyl group is bonded in formula (42)), Mesitylene as a solvent, -40°C as
areaction temperature, and 19.5 hours as a reaction time. These results are shown in Table 19. Here, Entry 1 in Example
20 is the same as that in Example 19.

(Table 19)

Entry | Imine compound Ar= | Yield % | %ee | Synthesized compound
1 2-OHCgH, <99 49 PDAO1
2 3-OMe-CgH, 33 15 PDAO02
3 4-OMe-CgH, 18 20 PDAO3
4 2-OH,5-MeCgH,4 61 52 PDA04

Y, N—Ar
(42)
Ar
O
(43)

Compound of Entry 2 (PDA02;1-(3-methoxyphenyl)-2-phenyl-1,2,3,4-tetrahydropyridin-4-one)

Rf=0.3(silica gel, n-hexane/ethyl acetate=1/2)

1H NMR(400MHz,CDCl3) & 7.68(dd,1H,J=7.9Hz,1.1Hz), 7.34-7.18(m,6H), 6.66-6.54(m,3H), 5.29-5.26(m,2H),
3.73(s,3H), 3.30(dd,1H,J=16.4Hz,7.1Hz), 2.78(ddd,1H,J=16.4Hz,2.9Hz,1.1Hz).
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HPLC: Daicel Chiralpack AD-H, n-hexane/ethanol = 10/1, flow rate = 0.5ml/min

tR=36.5min(R), tR=42.3min

Compound of Entry 3 (PDA03;1-(4-methoxvphenyl)-2-phenyl-1,2,3,4-tetrahydropyridin-4-one)

Rf=0.2(silica gel, n-hexane/ethyl acetate= 1/1).

IH NMR(400MHz,CDCl;) & 7.55(d,1H,J=7.6Hz), 7.33-7.25(m,5H), 6.96-6.94(m,2H), 6.81-6.79(m,2H),
5.23(d,1H,J=7.6Hz), 5.18(dd,1H,J=B.0Hz,4.0Hz), 3.76(s,3H), 3.26(dd,1H,J=16.0Hz,8.0Hz,
2.76(dd,1H,J=16.0Hz,8.0Hz).

HPLC: Daicel Chiralpack AD-H, n-hexane/ethanol = 5/1, flow rate = 0.5ml/min

tR=36.3min(R), tR=41.4min.

Compound of Entry 4 (PDA04,1-(2-hydroxy-5-methyl-phenyl)-2-phenyl-1,2,3,4-tetrahydropyridin-4-one)
Rf=0.3(silica gel, n-hexane/ethyl acetate=1/2)

IH NMR(400MHz,CDCl;) & 8.64(1H,brs), 7.39(1H,d,J=8.0Hz), 7.26-7.19(m,5H), 6.80-6.70(m,3H),
5.27(dd,1H,8.0Hz,4.0Hz), 5.21 (d,1H,J=8.0Hz), 3.23(dd,1H,J=16.0Hz,8.0Hz), 2.84(dd,1H,J=16.0Hz,4.0Hz),
2.33(s,3H).

HPLC: Daicel Chiralpack AD-H, n-hexane/ethanol = 10/1, flow rate = 0.5ml/min

tR=29.1min(R), tR=62.2min.

Industrial Applicability

[0216] The method of asymmetric synthesis employing the catalyst for asymmetric synthesis according to the invention
can be used as a synthesis method that leads to a high optical purity. Further, by applying the method of asymmetric
synthesis according to the invention to asymmetric Mannich reactions and the like, it is possible to obtain compounds
that are used as medical drugs, agricultural chemicals and the like, and compounds that are useful as an intermediate
for synthesizing them.

Claims
1. A method of asymmetric synthesis using a chiral Broensted acid as a catalyst.

2. The method of asymmetric synthesis according to Claim 1, wherein the chiral Broensted acid is a chiral binaph-
thol-phosphoric acid derivative.

3. An asymmetric synthesis catalyst represented by formula (1) below or formula (3) below;

Rs R,

0]

Ry R,

wherein Ry, Ry, R3, and R, may be independent of each other, and denote a hydrogen atom; a halogen atom; a
nitro group; a monohalogenomethyl group; a dihalogenomethyl group; a trihalogenomethyl group; a nitrile group; a
formyl group; -COA; (A, denotes an optionally branched alkyl group having 1 to 6 carbons); - COOA, (A, denotes
an optionally branched alkyl group having 1 to 6 carbons); an optionally branched alkyl group having 1 to 20 carbons;
an optionally branched alkenyl group having 3 to 20 carbons; an optionally branched alkoxy group having 1 to 20
carbons; an aryl group; an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to tetra-sub-
stituted with at least one type selected from the group consisting of a nitro group, a halogen atom, a monohalog-
enomethyl group, a dihalogenomethyl group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA;, (A1
denotes an optionally branched alkyl group having 1 to 6 carbons), -COOA, (A, denotes an optionally branched
alkyl group having 1 to 6 carbons), an optionally branched alkyl group having 1 to 10 carbons, an optionally branched
alkenyl group having 1 to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl
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group mono- or di-substituted with an aryl group that may be mono- to tetra-substituted with at least one type selected
from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl
group, a trihalogenomethyl group, a nitrile group, a formyl group, -COA; (A, denotes an optionally branched alkyl
group having 1 to 6 carbons), -COOA, (A, denotes an optionally branched alkyl group having 1 to 6 carbons), and
an optionally branched alkyl group having 1 to 20 carbons; a cycloalkyl group having 3 to 8 carbons; or formula (2)
below,

A3

_§|_A4 (2)
As

wherein A3, A4, and A; may be independent of each other, and denote an optionally branched alkyl group having
1to 6 carbons, a phenyl group, or a phenyl group mono- to tetra-substituted with an optionally branched alkyl group
having 1 to 6 carbons,

Ry

O

\_ 0
P

/\

o OH

(3)

Ra

wherein R, and R, may be independent of each other, and denote a hydrogen atom; a halogen atom; a nitro group;
a monohalogenomethyl group; a dihalogenomethyl group; a trihalogenomethyl group; a nitrile group; a formyl group;
-COA; (A; denotes an optionally branched alkyl group having 1 to 6 carbons); - COOA, (A, denotes an optionally
branched alkyl group having 1 to 6 carbons); an optionally branched alkyl group having 1 to 20 carbons; an optionally
branched alkenyl group having 3 to 20 carbons; an optionally branched alkoxy group having 1 to 20 carbons; an
aryl group; an aryl group mono- or di-substituted with an aryl group; an aryl group mono- to tetra-substituted with
at least one type selected from the group consisting of a nitro group, a halogen atom, a monohalogenomethyl group,
adihalogenomethyl group, atrihalogenomethyl group, a nitrile group, aformyl group, -COA; (A, denotes an optionally
branched alkyl group having 1 to 6 carbons), -COOA, (A, denotes an optionally branched alkyl group having 1 to
6 carbons), an optionally branched alkyl group having 1 to 10 carbons, an optionally branched alkenyl group having
1to 10 carbons, and an optionally branched alkoxy group having 1 to 20 carbons; an aryl group mono- or di-substituted
with an aryl group that may be mono- to tetra-substituted with at least one type selected from the group consisting
of a nitro group, a halogen atom, a monohalogenomethyl group, a dihalogenomethyl group, a trihalogenomethyl
group, a nitrile group, a formyl group, -COA; (A; denotes an optionally branched alkyl group having 1 to 6 carbons),
-COOA, (A, denotes an optionally branched alkyl group having 1 to 6 carbons), and an optionally branched alkyl
group having 1 to 20 carbons; a cycloalkyl group having 3 to 8 carbons; or formula (2).

A method of asymmetric synthesis using as a catalyst a compound of formula (1) or formula (3) according to Claim 3.
A chiral compound obtained by a method of asymmetric synthesis using as a catalyst the chiral Broensted acid
according to Claim 1, a chiral binaphthol-phosphoric acid derivative according to Claim 2, or a compound of formula
(2) or formula (3) according to Claim 3.

A method for producing a chiral amino compound from an imine derivative and an enol derivative using as a catalyst

the chiral Broensted acid according to Claim 1, a chiral binaphthol-phosphoric acid derivative according to Claim 2,
or a compound of formula (1) or formula (3) according to Claim 3.
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A chiral amino compound obtained by the production method according to Claim 5.
An asymmetric Mannich reaction using as a catalyst a compound of formula (1) or formula (3) according to Claim 3.

An asymmetric hydrophosphorylation reaction using as a catalyst a compound of formula (1) or formula (3) according
to Claim 3.

An asymmetric aza Diels-Alder reaction using as a catalyst a compound of formula (1) or formula (3) according to
Claim 3.

An asymmetric allyl reaction using as a catalyst a compound of formula (1) or formula (3) according to Claim 3.
An asymmetric Strecker reaction using as a catalyst a compound of formula (1) or formula (3) according to Claim 3.

An asymmetric aminoalkylation reaction using as a catalyst a compound of formula (1) or formula (3) according to
Claim 3.
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comply with the requirement of unity of invention as provided for in
Rule 13 of the Regulations under the PCT.

(With respect to subject matters for international search)

In view of the statement in claim 1 and the technical common sense
for persons skilled in the art, a specific chiral Broensted acid catalyst
usable in the asymmetric Mannich reaction is unclear. Even when the
statements in the descriptionare taken into account, no clear definition
on a range of specific chiral Broensted acid catalysts is found in the
description.

‘ Consequently, the subject matters (concept, etc.) of claims 1, 2,
and 6 are unclear. ’

Purthermore, specific chiral Boensted acid catalysts other than the
binaphthol/phosphoric acid derivatives represented by the formulae (1)
and (3) are not described at all in the description, anda chiral Broensted
acid catalyst usable in the asymmetric Mannich reaction is not a matter

- of technical common sense for persons skilled in the art.

Consequently, of the subject matters of claims 1, 2, and 6, .those
in which chiral Broensted acid catalysts other than the
binaphthol/phosphoric acid derivatives represented by the formulae (1)
and (3) are used are not considered to be sufficiently supported by the
description.

As stated above, the subject matters of claims 1, 2, and 6 are unclear
and are not sufficiently supported by the description. Because of this,
the relevance of the claims 1, 2, and 6 to the prior art cannot be clearly
judged (with respect to novelty and an inventive step) .

Therefore, an international search report was made for “a method of
synthesis by asymmetric Mannich reaction in which a chiral Broensted acid
represented by the formula (1) or (3) is used as a catalyst; and the
asymmetric-synthesis catalyst represented by the formula (1) or (3) for
use in the synthesis method” among “methods of synthesis by asymmetric
Mannich reaction in which a chiral Broensted acid is used as a catalyst;
and the asymmetric-synthesis catalyst represented by the formula (1) or
(3) for use in the synthesis methods” (part of claims 1-4 and 6 and claim
8), which can be subject matters for which an international search is made.
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